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1. An ‘* Autoimmune’ Reaction against Human 
Tissue Antigens in Certain Acute and Chronic Diseases. 
I. Serological Investigations 

D. C. GaspuseK. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 101, 9-29, Jan., 1958. 
Bibliography. 


In this paper from the Walter and Eliza Hall Institute 
of Medical Research, Melbourne, the author reports the 
extension of investigations into auto-immune reactions 
in certain chronic diseases of which a preliminary account 
has already been published (Nature (Lond.), 1957, 179, 
666; Abstr. Wid Med., 1957, 22, 245). In many cases 
of disseminated lupus erythematosus, chronic hepatitis, 
and certain other diseases a reaction has been demon- 
strated between presumed auto-antibodies present in the 
blood and human organ antigens whereby complement 
fixation occurs. It is postulated either that components 
of human tissue might become antigenic because of some 
modification of their chemical pattern by viral, enzymatic, 
or toxic action or that antigenic components normally 
inaccessible might conceivably be rendered accessible by 
such action to immunological processes. 

Antigens were prepared by centrifugal clarification of 
saline suspensions of homogenates of many normal 
human tissues, though tests were carried out mainly with 
liver and kidney antigens. From the results obtained the 
sera tested fell into two groups. Of the first, consisting of 
187 from healthy subjects and 152 from cases of various 
acute and chronic diseases, 3°% gave positive complement- 
fixation reactions, in low titre, to liver and 10% to kid- 
ney antigens. In the second, consisting of sera from 
75 cases of hepatic disease (including viral, postviral, 
lupoid and chronic nutritional hepatitis and chronic 
biliary cirrhosis), 31 cases of collagen disease (including 
rheumatic fever, rheumatoid arthritis, acute glomerulo- 
nephritis, nephrotic nephritis, and disseminated lupus 
erythematosus), and 8 cases of multiple myeloma or 
macroglobulinaemia the proportions of sera which 
gave a positive complement-fixation reaction with 
one or other or both of these antigens were signifi- 
cantly higher, ranging from 27% to 100%. Sera giving 
negative reactions with liver and kidney antigens gener- 
ally also gave negative reactions with other tissue antigens, 
whereas those giving positive reactions with liver and 
kidney usually reacted also with all the other tissue anti- 
gens tested. High-titre reactions were found only in 
acute viral hepatitis, lupoid hepatitis, primary non- 
obstructive biliary cirrhosis, disseminated lupus erythe- 
matosis, and macroglobulinaemia. 

B 


Antigens prepared from liver, kidney, thyroid, and 
adrenal tissue were more stable on storage and more 
consistent in reaction, with higher titres, than those 
prepared from skeletal or cardiac muscle and spleen. 
Although all the muscle preparations tested were active 
antigenically, serum titres with different muscle antigens 
varied greatly, which was not the case with other antigens. 
No organ specificity was encountered, and sera which 
were highly reactive against human tissue antigens were 
equally so against tissue antigens from the rat. Both 
by precipitation and electrophoretic fractionation the 
reactive substances were shown to be in the slow-moving 
y-globulin fraction of the serum proteins. The antigenic 
components of kidney, liver, and muscle extracts were 
almost completely sedimented by centrifugation at 35,000 
g for 45 minutes, with the notable exception of one 
antigen in human liver extract. The macroglobulin 
separated from the serum of a macroglobulinaemic 
patient contained all the activity of that serum. No 
regular association could be established between the 
auto-immune complement-fixation reaction and a number 
of similar reactions such as the Wassermann, Kahn, and 
Weil-Felix; the heterophile antibody titres of all 
positively reacting sera were within the normal range. ; 

The author’s presentation of the results is followed by 
an extensive commentary and discussion [which is too 
condensed to be readily abstracted] and by a compre- 
hensive bibliography. He concludes that “ although 
it was not possible to prove that the autoimmune com- 
plement-fixation serum reagents are autoantibodies 
evoked by an antigen stimulus rather than adventitiously 
reactive serum proteins, available evidence strongly 
suggests that they are classical antibodies.” 

Harry Coke 


2. An ‘* Autoimmune ’’ Reaction against Human 
Tissue Antigens in Certain Acute and Chronic Diseases. 
II. Clinical Correlations 

I. R. Mackay and D. C. Gaspusex. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.) 101, 
30-46, Jan., 1958. 2 figs., 29 refs. 


The classic example of an auto-immune reaction is pro- 
vided by syphilis, in which it is thought that lipids 
released from damaged cells become auto-antigens, evok- 
ing the anti-lipid antibodies which are detected by the 
Wassermann and similar reactions. Since the possi- 
bility of such a mechanism has been recognized many 
other disease conditions have been suspected of resulting 
from auto-aggressive immunological action, particularly 
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those characterized by the production of abnormal anti- 
bodies or by changes in the reticulo-endothelial system, 
disseminated lupus erythematosus being outstanding 
among these. In the investigation reported here the 
results of the auto-immune complement-fixation test 
[see Abstract 1] against human liver and kidney tissue 
antigens were studied in relation to those of numerous 
other laboratory tests and the clinical picture in a number 
of cases of hepatic disease, disseminated lupus erythema- 
tosus, and “ paraproteinaemia”’ selected from among 
those used in the investigation reported in the previous 
paper. 

The cases of disseminated lupus erythematosus were 
studied in the greatest detail, since it was in this disease 
that the complement-fixation titres were most consistently 
elevated. Of the 12 cases selected, in all of which the 
diagnosis was considered to be established, 10 gave a 
positive complement-fixation reaction with both antigens. 
However, the titres were not correlated closely with the 
acuteness of the disease, its clinical course, or the dis- 
tribution of the lesions, though serial observations sug- 
gested that suppression of the complement-fixation 
reaction occurred in parallel with symptomatic allevia- 
tion during cortisone therapy. No correlation was 
established with the results of other laboratory tests. 
Possible significance was attached to the frequent inci- 
dence of lymphoid collections in biopsy material in cases 
in which the complement-fixation titre was consistently 
high. 

The cases of “ paraproteinaemia ” studied consisted 
of 4 cases of multiple myelomatosis and 5 of primary 
macroglobulinaemia. Three of the former and one of 
the latter gave negative complement-fixation reactions, 
while 2 of the latter gave very strongly positive reactions. 
The possibility is suggested that the positive reactions in 
this group were due to an abnormality in the essential 
processes of immune y-globulin production. Serial 
estimations in the cases of viral hepatitis studied showed 
that in about 50% a positive complement-fixation reaction 
developed during the course of: the disease, usually 
becoming negative on recovery. A high and persisting 
positive titre appears to be characteristic of both chronic 
postviral and lupoid hepatitis. 

As the authors point out, “ the results reported in this 
and the preceding paper are sufficient to raise an almost 
endless series of questions” requiring much further 
investigation. Harry Coke 


3. Experimental Studies on the Pathogenesis of 
Kernicterus 

L. ERNsTER, L. HERLIN, and R. ZeTrerstROM. Pedia- 
trics [Pediatrics] 20, 647-652, Oct., 1957. 28 refs. 


The part played by bilirubin in the pathogenesis of 
kernicterus was studied at the University of Stockholm, 
isolated brain- and liver-cell mitochondria from adult 
rats being exposed to varying concentrations of bilirubin. 
In both cases bilirubin inhibited phosphate uptake and 
depressed the underlying respiration; the latter effect 
could be prevented by the addition to the mitochondrial 
suspensions of diphosphopyridine nucleotide and cyto- 
chrome C. Injury to the blood-brain barrier system in 
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the rabbit by intracisternal injection of p-chloromercuri- 
benzoate caused increased penetration of the nervous 
system by bilirubin. . 

From the evidence obtained it is concluded that the 
pathogenesis of kernicterus can be explained on the basis 
of a metabolic injury to the central nervous system caused 
by bilirubin. Some of the clinical implications of this 
are discussed. John Murray 


4. Effect of Physical Activity on Cholesterol Athero- 
sclerosis in Rabbits 

S. D. KoBernick, G. NriwayAMa, and A. C. ZUCHLEWSKI. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)| 96, 623-628, 
Dec., 1957. 6 figs., 22 refs. 


In experiments performed at Sinai Hospital of Detroit 
(Wayne State University College of Medicine) 36 New 
Zealand white rabbits, consisting of 5 groups of 5 to 7 
litter mates and one miscellaneous group, were fed on a 
cholesterol-rich diet for 60 days. The daily dose of 
cholesterol was 0-5 g. during the first 7 days and 0-25 g. 
subsequently, a total of 28 g. of cholesterol being given 
to each rabbit. Each group was divided in two, half of 
the animals remaining sedentary throughout the experi- 
mental period, whereas the other half performed strenu- 
ous exercise twice daily for 5 minutes by rotating a 
specially constructed drum about 50 times per minute. 

The smaller amount of fat in the tissue depots of the 
exercised rabbits at necropsy and the general hyperaemia 
of their muscles compared with the findings in the 
controls attested to the efficacy of the exercise. The 
lipid (total and free cholesterol and lipid phosphorus) 
content of the aorta and the degree of atherosclerosis as 
assessed by visual grading were also significantly less 
in the exercised animals. It is of interest to note that the 
effect of physical activity was more evident on comparing 
members of the relatively pure-bred litters than of the 
miscellaneous group. This difference may have been 
due to some individual strain factor instrumental to the 
deposition of atheromatous material. 

The authors consider that their development of a 
suitable exercising apparatus may be a significant con- 
tribution to the study of the effects of exercise on the 
experimental development of atherosclerosis and that 
its use may explain the contrast between their findings 
and those of previous similar investigations, in which the 
method of exercising the animals may have been less 
efficient. Z. A. Leitner 


5. Studies on the Nature of the Plasma Erythropoietic 
Factor(s) 

J. W. Linman, F. H. BeTHELL, and M. J. Lonc. Journal 
of Laboratory and Clinical Medicine {J. Lab. clin. Med.] 
51, 8-16, Jan., 1958. 2 figs., 48 refs. 


In this study of the solubility in ether of the plasma 
erythropoietic factor or factors, carried out at the Uni- 
versity of Michigan, Ann Arbor, it was shown that when 
a protein-free plasma extract, its ether-soluble fraction, 
or the ether-soluble fraction of whole plasma from 
rats rendered anaemic by the injection of phenylhydra- 
zine was injected for 2 weeks into normal rats in amounts 
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equivalent to 29% of the body weight daily, erythrocytosis 
due.to microcytes, reticulocytosis, and myeloid erythro- 
cytic hyperplasia developed. There was no associated 
increase in haemoglobin or haemocrit values. It was 
also demonstrated that the ether-insoluble fraction of 
protein-free plasma contained no erythropoietic factor. 
In discussion it is suggested that the apparent dis- 
crepancies in the experimental findings of different 
investigators studying the humoral regulation of erythro- 
poiesis are probably due to the existence of 2 plasma 
erythropoietic factors which differ in their nature and 
mode of action: one, which is heat-stable, ether-soluble, 
and probably a lipid, stimulates erythroblastic division 
but not haemoglobin synthesis, while the other, which is 
relatively thermolabile, insoluble in ether, and probably 
protein in nature, appears to augment haemoglobin 
production. A. Ackroyd 


CHEMICAL PATHOLOGY 


6. Electrophoretic Analysis of Serum and Urinary 
Proteins in the Diagnosis of Myelomatosis 

J. A. Owen and W. D. Riper. Journal of Clinical 
Pathology [J. clin. Path.] 10, 373-378, Nov., 1957. 4 
figs., bibliography. 


In an attempt to evaluate the place of electrophoretic 
analysis of the serum and urinary proteins in the diag- 
nosis of myelomatosis the authors, working at Edin- 
burgh University, have made a critical comparison of 
the results of such investigations with those of more usual 
methods of diagnosis of this disease. The protein con- 
tent of the plasma or serum was determined by either a 
micro-Kjeldahl or a biuret method, and differentiation 
of albumin and globulin fractions was carried out by a 
micro-Kjeldahl method with sodium sulphite as the 
fractionating agent. Urinary proteins were detected by 
the heat coagulation and salicylsulphonic acid tests, 
while Bence Jones protein was detected by the method 
of Snapper et al. Zone electrophoresis of the serum 
and urinary proteins was carried out on paper by Owen’s 
method, involving reflection photometry and planimetry, 
whereby the relative concentrations of the main serum 
protein fractions can be estimated. Before electropho- 
retic analysis specimens of urine were dialysed against 
dextran solution at 5° C. for 24 to 48 hours to concentrate 
the protein. The electrophoretic pattern of the serum 
proteins was described as of the “‘ myeloma ” type when 
either (a) a narrow zone of protein was present in a 
position not usually occupied or in the broad y-globulin 
zone, or (b) a protein fraction usually present as a rela- 
tively narrow zone was so increased as to constitute 40°% 
or more of the total protein. 

Specimens from 40 patients with untreated generalized 
myelomatosis were studied, the diagnosis being con- 
firmed by bone-marrow or tumour biopsy in 33 cases 
and. at necropsy in 2. The myeloma type of serum 
protein pattern was found in 33 cases, the abnormal 
protein being in the a-globulin zone in one case, in the 
B-globulin zone in 5 cases, and in the y-globulin zone in 
27 cases. In 4 of these cases the urinary protein migrated 
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mainly as af globulin, with traces of albumin and other 
globulins. In 2 other cases examined the urinary pro- 
teins were a mixture consisting predominantly of albu- 
min. Protein was present in the urine of 6 of the 7 
patients with non-specific serum protein patterns. In 
5 of these the protein migraged as af globulin, and in the 
sixth the urine was not examined electrophoretically. 
Thus in all but 2 of the patients with myelomatosis 
either the serum protein pattern was of the myeloma type 
or the urinary protein consisted of a single globulin 
fraction. Bence Jones proteinuria was found in only 
27% of cases, and the authors, underlining the technical 
difficulties involved in the test, conclude that it is of little 
value. Many patients with myelomatosis presented 
with anaemia and a high erythrocyte sedimentation rate, 
but in 6 patients under investigation the rate was less 
than 40 mm. in | hour (Westergren). The total protein 
and globulin concentrations in the serum were raised in 
many cases, but unless the elevation is considerable this 
finding is of little use for diagnosis. 

The authors conclude that bone-marrow or tumour 
biopsy is of the greatest diagnostic value, although 
repeated examinations may be required. Apart from 
this, however, the combined results of electrophoretic 
analysis of serum and urinary protein are diagnostic 
more commonly than those given by any other procedure. 
The specificity is high, false positive reports being 
uncommon. Victor M. Rosenoer 


7. Laboratory Diagnosis of Congenital Galactosaemia 
at Birth : 

V. ScHwARz, A. and G. M. KomrRower. 
Lancet [Lancet] 1, 24-25, Jan. 4, 1958. 5 refs. 


This paper from the University of Manchester describes 
a simple method for the diagnosis of congenital galacto- 
saemia by examination of venous or cord blood within 
2 or 3 days of birth. In this condition incubation of the 
erythrocytes first with galactose and then with glucose 
leads to an accumulation of galactose-l-phosphate in 
the cells, which does not occur with normal erythrocytes. 
After precipitation of the protein and removal of free 
phosphate as the barium salt the galactose-1-phosphate 
is hydrolysed and separated from glucose by paper 
chromatography. The amount of galactose present is 
estimated chromatographically by visual comparison 
with known standards. [The original paper should be 
consulted for the technical details. ] 

The cord blood of 18 normal babies was found to 
contain a mean of 3-5 (range 0-7-9-8) jg. per ml. of ery- 
throcytes, whereas in the venous blood of 2 babies with 
galactosaemia [age not stated] the values were respec- 
tively 58 and 76 wg. per ml. The cord blood of the sib 
of the second baby gave values of 108 yg. per ml. after 
incubation with galactose and 35 yg. per ml. without 
incubation, the diagnosis in this last case being made on 
the third day of life in the absence of any clinical symp- 
toms. This case also demonstrates that galactose can 
enter the cells in utero. The test can be used, with the 
omission of incubation with glucose or galactose, for | 
establishing the diagnosis in untreated cases of galacto- 
saemia. Thus in a 4-week-old baby with the clinical 
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disease the erythrocytes were found to contain 210 yg. 
of galactose per ml. in the form of galactose-1-phosphate. 
Since this phosphate disappears only very slowly from 
the cells, the diagnosis can be made by this method even 
in the absence of galactose from the blood and urine. 
M. Lubran 


8. Pancreatic Exocrine Function. A Simplified Test 
Using Radioactive Fat Excretion 

R. P. Spencer and T. G. MITCHELL. American Journal 
of Digestive Diseases [Amer. J. dig. Dis.] 2, 691-695, 
Dec., 1957. 2 refs. 


A simplified test of pancreatic exocrine function is 
described from the U.S. Naval Medical Center, Bethesda, 


Maryland, in which triolein labelled with radioactive ~ 


iodine (131]) is given in a carrier of peanut oil emulsified 
with “* tween-80 ” together with 75 oz. (3 g.) of charcoal 
in suspension (as a marker) and 10 drops of Lugol’s 
iodine solution (as a diluent to reduce 13!I uptake by the 
thyroid gland). The dose of radioactive triolein is 
25 pe. for an adult and 5 pe. for a child. Stools are 
kept until charcoal no longer appears in them, contamina- 
tion with urine being avoided, and their radioactivity 
is determined by means of a scintillation counter and 
expressed as a percentage of the dose administered. 

In 10 patients without chronic pancreatic disease or 
malabsorption syndrome excretion of radioactive fat 
ranged from 0-1 to 2:-4% (mean 1-5%) of the dose 
administered; in 5 patients with chronic pancreatitis 
excretion varied from 4 to 10-6°%; in 2 patients who had 
undergone subtotal gastrectomy the values were 4-0 and 
37% and in 2 patients with sprue 5-9 and 86% 
respectively; in a patient with malabsorption syndrome 
excretion was 31-99%; and in a patient with obstruction 
of the ampulla of Vater excretion was 50-19%. 

[The authors-apparently did not carry out simultaneous 
faecal fat determinations by chemical means, thus making 
it impossible to know whether their patients had steator- 
rhoea at the time of the test. The title of the paper is 
misleading: although the test enables a deficiency in the 
absorption of radioactive fat (and, by analogy, of other 
fats) to be detected, it does not provide the means of 
distinguishing the causes of steatorrhoea from one 
another, as the authors’ own figures show.] 

M. Lubran 


9. Hepatic and Renal Function after Burning. 
(CoctosHue neveHH NpH GonesHH) 
A. I. FRANKFURT, T. M. Torosov, and A. D. VASILJANS- 
KAJA. Kaunuyeckan Meduyuna [Klin. Med. (Mosk.)] 
38, 75-81, No. 11, Nov., 1957. 12 refs. 


Burning may cause grave changes in many organs of 
the body, and especially in the liver and kidneys, since 
they are concerned with the elimination of toxic products 
produced by the burn. For many years it has been 
recognized that in cases of severe burns changes occur 
in the liver and kidneys, with depression of their function. 

The present communication is based on a study of 60 
cases of burns, in 40 of which the area involved was 
under 10% of the total body surface and in 20 it was 
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over 10%. Acute toxaemia was present in 18 cases and 
sepsis with toxaemia in 12 more. 

The usual liver function tests gave abnormal weenie in 
a large majority of cases in the acute phase and in a 
number of patients after recovery. However, the serum 
bilirubin level and the result of the van den Bergh test 
returned to normal in most cases in convalescence. 
Renal function, as assessed by estimation of the blood 
non-protein nitrogen level and of glomerular filtration 
and tubular reabsorption by means of the creatine clear- 
ance test, was depressed in 49 out of 59 patients in 
the acute stage and in 16 out of 31 in the convalescent 
stage. Glomerular filtration was diminished in 39 out 
of 59 in the acute stage and in 19 out of 31 after recovery. 
Tubular reabsorption was increased in 33 out of 59 in 
the acute stage and in 6 out of 31 in convalescence. 
This rise in the rate of reabsorption, it is suggested, was 
probably associated with the heavy loss of fluid from the 
body as a result of the burn. This study thus provides 
further evidence that severe burns seriously affect hepatic 
and renal function and that some of these effects are still 
present after healing, a fact which must be taken into 
account in the treatment of such cases. 

L. Firman-Edwards 


10. Polythionate—a New Reagent for the Detection and 
Determination of Protein in Urine 

K. Cross. Scandinavian Journal of Clinical and Labora- 
tory Investigation [Scand. J. clin. Lab. Invest.] 9, 349-355, 
1957. 11 refs. 


The author describes a new reagent for the detection 
and measurement of pathological amounts of protein in 
urine. It consists of a dilute acid solution of an alkali 
polythionate (pH 1-5 to 2-0) prepared either by diluting 
a stable 5% acid solution or by dissolving 0-2 g. of 
potassium polythionate and 0-2 g. of sulphosalicylic 
acid in 100 ml. of distilled water. Concentrated solu- 
tions can be stored at room temperature almost indefin- 
itely, but the diluted reagent should be renewed weekly, 
as it forms a good medium for the growth of certain 
moulds. One part of urine is mixed with 10 parts of 
reagent and the turbidity produced after half an hour 
may be estimated approximately by comparison with 
turbidity standards or quantitatively in a suitable colori- 
meter. The results obtained compare favourably with 
those obtained by the biuret and micro-Kjeldahl methods. 

The author concludes that this test is satisfactory for 
routine laboratory use. No more than 1 ml. of urine is 
needed for each determination, no heating is necessary, 
and the quantitative determination requires little time 
or equipment. Victor M. Rosenoer 


1f. Hyaluronidase Activity of Human Urine in Differ- 
ent Age Groups. AKTHBHOCTb MO4K 
B pasIHYHble NepHosbl) 

A. Ja. BrosytMan. J]eOuampua [Pediatrija] 35, 58-60, 
No. 12, Dec., 1957. 

The part played by hyaluronidase in changing the 
intracellular permeability of the organs and tissues of 
the human body is little understood, the literature on 
the subject being confined mainly to the action of the 
hyaluronic-acid—hyaluronidase system in the antibacterial 
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defence mechanism. Nevertheless this substance is 
widely distributed in the animal organism, in which it is 
concerned with the viscosity of the intracellular fluid, 
the intercellular spaces, the vascular walls, and the 
permeability of barrier systems. The author and his 
colleagues have devised a method of estimating the 
hyaluronidase activity of the urine by measuring its 
viscosity, and he here reports the results of a study of this 
activity at various ages. 

In adults, when urinary excretion exceeds 1 ml. per 
minute per square metre of body surface, hyaluronidase 
is almost absent from the urine. At lower rates of 
diuresis the amount of hyaluronidase in the urine 
increases to a maximum at an excretionary level of 
0-08 ml. per minute per sq. m. In infants under 2 
months of age, however, the urinary excretion of hyalu- 
ronidase is marked at rates of over 1 ml. per min. per 
sq. m. of body surface, falling to zero with a diuresis of 
0-3 ml. per minute. In infants aged from 2 to 6 months 
this rectilinear relationship to the rate of diuresis (which, 
it is noted, is the reverse of the relationship in adults, 
in whom hyaluronidase excretion varies inversely with 
the rate of diuresis) is of the same form as, but at a 
lower level than, in: the younger infants; in children 
above the age of 6 months the relationship between hyalu- 
ronidase excretion and diuresis approximates to the adult 
form. 

The author’s viscometric method of estimation con- 
sists in measuring the rate of flow of a 0-1% solution of 
hyaluronic acid in a buffered citrate diluent to which has 
been added 0-5 ml. of fresh urine against that of a 
buffered solution of the acid to which has been added the 
same amount of well boiled urine. In this way any 
effect of the added urine apart from that of the enzyme 
is eliminated. The rate of flow is measured 5 or 6 times 
over a period of 20 minutes and the unit of hyaluronidase 
activity is taken as that which lowers the viscosity of the 
hyaluronic acid solution by 1% in 20 minutes; thus 100 
units would lower the viscosity to that of water. The 
maximum level of activity found in these subjects was 
30 units. L. Firman-Edwards 


12. Studies with a New Colorimetric Test for Pro- 
teinuria 
A. H. Free, C. O. Rupe, and I. Merzier. Clinical 


Chemistry (Clin. Chem.] 3, 716-727, Dec., 1957. 2 figs., 
7 refs. 


It is well known that certain indicators show a 
characteristic colour in a solution at a particular pH. 
The presence of protein, however, may cause a change 
in that colour although there is no change in pH;; this is 
known as the “ protein error” of indicators, and is 
broadly proportional to the concentration of protein in 
the fluid. Working at the Miles—Ames Research Labora- 
tory, Elkhart, Indiana, the authors have investigated two 
new tests for protein which make use of this principle. 
The first test (“‘ albutest ’’) employs a tablet of com- 
pressed cellulose powder mixed with bromphenol blue 
and salicylate buffer at pH 3, and the second (“ albu- 
stix”’) a filter-paper strip of thick cellulose paper im- 
pregnated with tetrabromphenol blue and a citrate 
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buffer at pH 3. In both tests the buffer pH is just to 
the acid side of the pH at which the indicator changes 
colour. The presence of protein, which is concentrated 
from the solution by adsorption on to the cellulose, causes 
a colour change which can be matched against colour 
charts provided by the manufacturers so as to make the 
test roughly quantitative. 

On applying these tests for protein to over 5,000 
specimens of normal and abnormal urine it was found 
that the results compared favourably with those of the 
sulphosalicylic acid test, the boiling test, and the nitric 
acid ring test over a wide range of concentrations, even 
when the tests were performed by inexperienced opera- 
tors. False positive results were rare, and were con- 
fined to highly buffered alkaline urines. It is claimed 
that these new tests combine simplicity and speed with 
sensitivity and specificity, and have the particular advan- 
tage that they can be used in testing turbid urines. 

M. Sandler 


13. A Clinical Trial of Rapid Tests for Occult Blood in 
Faeces 
H. A. F. DupLey and I. F. MACLAREN. Scottish Medical 


Journal [Scot. med. J.| 2, 464-466, Dec., 1957. 1 fig., 
6 refs. 


An investigation of the comparative reliability of three 
modified benzidine tests for occult blood in faeces is 
reported in this paper from the University and Royal 
Infirmary, Edinburgh. Specimens of faeces were ob- 
tained by digital examination of the rectum and then 
smeared on filter paper. The three tests were those of 
Adler (reagent, benzidine in glacial acetic acid), Gregersen © 
(reagent, benzidine and barium peroxide in glacial acetic 
acid), and Ham (benzidine dihydrochloride dissolved in 
glacial acetic acid and absolute alcohol). It was found 
that positive results with the tests of Adler and Gregersen 
were obtained in more than 50% of cases of gastro- 
intestinal disease, whereas with Ham’s test false positive 
results were obtained in only 12°%. E. G. Rees 
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14. Neonatal Serologic Diagnosis of Hemolytic Disease 
of the Newborn Caused by ABO Incompatibility 

K. STERN, I. DAvipsoHN, and A. BuzNitsKy. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.| 
50, 550-557, Oct., 1957. 25 refs. 


The diagnosis of haemolytic disease of the newborn 
is considerably more difficult when the disease is due to 
maternal isosensitization to A or B antigen than in 
cases of Rh incompatibility. The direct antiglobulin 
(Coombs) test on the infant’s erythrocytes in these 
cases is rarely positive. In the present study, carried 
out at the Mount Sinai Hospital, Chicago, incompatible 
antibodies were sought in the cord blood of normal 
infants as well as of infants suspected of having haemoly- 
tic disease of the newborn. The methods are described. 

In 14 apparently normal infants incompatible agglu- 
tinins were found in the absence of clinical haemolytic 
disease. In 4 of these the antibody was “‘ complete ” 
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and in 10 “ incomplete”. In all 34 clinically diagnosed 
cases of haemolytic disease incompatible incomplete 
antibodies were present, and could best be demonstrated 
by the indirect antiglobulin test or with the use of papain- 
treated cells. 

The investigation showed that there is no real differ- 
ence in transplacental transfer between anti-A and 
anti-B agglutinins and that the higher incidence of 
neonatal haemolytic disease due to the former is prob- 
ably the result of the commonly higher titres of anti-A 
in maternal blood. John Murray 


15. New Serological Methods for the Detection of the 
L.E. Factor. [In English] 

P. MiescHer and R. StrAsste. Vox Sanguinis [Vox 
Sang. (Basel)| 2, 283-287, Sept., 1957. 4 refs. 


At the University of Basle the authors have investigated 
the specificity of the reaction in which tanned sheep 
erythrocytes are used with a variety of antigens to 
detect the presence of the L.E. factor in serum. With 
deoxyribonucleic acid as antigen agglutination of the 
erythrocytes was obtained with 3 of 5 sera from patients 
with systemic lupus erythematosus. Similar results were 
obtained using thymonucleoprotein (from calf thymus 
gland) as antigen, but with ribonucleic acid from yeast 
all test results were negative. In order to eliminate the 
normal heterophil agglutinating properties of some 
human sera the reaction was regarded as positive only 
if there was a distinct difference in titre between the 
agglutination of sensitized and non-sensitized erythro- 
cytes. Sera from 25 patients with rheumatoid arthritis 
and 50 other control cases all gave negative results. It 
is considered that this further serological test should be 
particularly useful when the results of other methods of 
testing for the presence of the L.E. factor are doubtfully 
positive. E. G. Rees 


16. A Simple Indirect L.E.-cell Test with Increased 
Sensitivity. [In English] 

J. H. Kievits and H. R. E. Scuurr. Vox Sanguinis 
[Vox Sang. (Basel)| 2, 288-293, Sept., 1957. 13 refs. 


In this paper from University Hospital, Leiden, the 
authors describe a new indirect L.E.-cell test claimed to 
be more sensitive than the tests hitherto employed. 
About 0-5 ml. of the serum being tested is added to an 
equal volume of fragmented and washed blood clot 
obtained from normal blood. The mixture is agitated 
at intervals for 20 minutes at room temperature, centri- 
fuged, the buffy coat removed, and centrifuged again. 
This second buffy layer is then removed and smears made 
in the usual manner with Giemsa stain. The slide with 
the greatest cell density is used for counting the number 
of L.E. cells. 

The sensitivity of the test is stated to be greater than 
that of other indirect tests, but still does not equal that 
of the very sensitive direct clotted-blood technique 
described by Zimmer and Hargraves (Proc. Mayo Clin., 
1952, 27, 424). The authors’ method also has the slight 
disadvantage that the blood groups of the leucocyte 
donor and the patient must be compatible. 

E. G. Rees 
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MORBID ANATOMY AND CYTOLOGY 


17. The Appearance of the Aqueduct and Its Relation- 
ship to Hydrocephalus in the Arnold—Chiari Malformation 
A. MACFarLANne and A. F. J. MALONEY. Brain [Brain] 
80, 479-491, 1957. 6 figs., 14 refs. 


After briefly reviewing the various views which have 
been expressed on the subject the authors of this paper 
from the University of Edinburgh conclude that the 
cause of the hydrocephalus associated with the 
Arnold-Chiari malformation is still unknown. For 
this reason they have examined the aqueducts of 20 
infants who had died from this condition, all of whom 
had hydrocephalus and gross meningocele or meningo- 
myelocele, and have compared their findings with those 
in the aqueducts of 20 other foetuses or infants whose 
death was unrelated to lesions of the central nervous 
system. In 10 of the cases of Arnold—Chiari malforma- 
tion they found stenosis of the aqueduct of a degree such 
as could have accounted for the hydrocephalus. In at 
least 3 of these cases a condition of “‘ complex forking ” 
was also present. It is explained that the term “‘ com- 
plex forking” (as distinct from simple forking, which 
may be found in non-hydrocephalic brains) is here used 
to indicate a condition in which for part of the course of 
the aqueduct two or more distinct channels are present 
in the mid-sagittal plane, these being separated from each 
other by normal nervous tissue without evidence of 
gliosis; the main dorsal channel is branching, narrowed, 
and may be broken up into 2 or more small channels 
lined with ependyma. 

From the results of this and other reported studies it is 
apparent that the aetiology of hydrocephalus in every 
case of the Arnold—Chiari malformation is far from 
clear. In half the cases in this series no abnormality of 
the aqueduct was demonstrated, and in these cases 
obstruction at a lower level was probably the main aetio- 
logical factor. In such cases an enlargement of the 
fourth ventricle and of the aqueduct might be expected, 
but in fact no such enlargement was found. 

John Lorber 


18. The Cervical Spine. An Anatomicopathological 
Study of 70 Specimens (Using a Special Technique) with 
Particular Reference to the Problem of Cervical Spondy- 
losis 

E. E. Payne and J. D. SPILLANE. 
596, 1957. 19 figs., 35 refs. 


The Gough—Wentworth technique for mounting large 
sections (400 to 600 yz thick) of entire organs on paper, 
which was originally devised to facilitate the study of 
pulmonary disease, was employed together with other 
methods by the present authors to investigate the normal 
anatomical features of the cervical spine and to discover 
the presence of any abnormalities due to ageing or disease 
which might be responsible for cervical spondylosis. 
The study was carried out at the Welsh National School 
of Medicine, Cardiff, on 70 cervical spines removed at 
routine necropsy on 56 male and 14 female patients, of 
whom 64 were over the age of 40. The findings are 
described in detail and profusely illustrated. 


Brain [Brain] 80, 571- 
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An important conclusion of the study was that cervical 
spondylosis is a degenerative process of unknown aetio- 
logy affecting the vertebral bodies and the intervertebral 
disks. The nuclei of the disks are nearly always partially 
displaced into the bodies of the adjoining vertebrae or 
through the annulus fibrosus. The cervical nerves may 
be kinked or compressed by ridges or projections formed 
on the anterior or lateral surface of the spinal canal or 
by changes within the intervertebral foramina. Reduc- 
tion in the size of the spinal canal and resultant com- 
pression of the spinal arteries may lead to myelopathy 
in some cases. When indicated in treatment the cervical 
spine is best immobilized with the neck in slight flexion 
and the chin “* tucked in ”’. L. Crome 


19. The Histology of Localized Emphysema 
K. H. McLEAN. Australasian Annals of Medicine [Aust. 
Ann. Med.) 6, 282-294, Nov., 1957. 12 figs., 30 refs. 


From the University of Melbourne the author reports 
further investigations into the histology and pathogenesis 
of emphysema by the examination of post-mortem 
material by methods which have been described in a 
previous paper in the series (Aust. Ann. Med., 5, 254; 
Abstr. Wild Med., 1957, 22, 85). Macroscopical examina- 
tion of examples of localized emphysema indicated that 
most were obviously related to lesions such as ectatic 
bronchi or bronchioles or pulmonary scars. Serial 
sections showed that the original bronchiole leading to 
the emphysematous space had been obliterated (the 
accompanying arteriqle and peribronchiolar connective 
tissue entering the space) and that air entered it by 
collateral ventilation. Discrete cystic air spaces in lungs 
which were otherwise macroscopically normal were simi- 
larly studied. In the larger cysts with much distortion 
of structure the original relation of the emphysematous 
region to the bronchioles was not déemonstrable. In 
some of the smaller cysts, however, obliteration of the 
bronchiole that had originally supplied the area was 
evident. The close relation between the localized and 
generalized forms of the disease is stressed; the patterns 
of bronchiolar inflammation and obliteration are similar, 
the initial lesions are focal in both, and the generalized 
condition often shows areas of local accentuation of the 
emphysema which are identical in character with local- 
ized lesions. 

A hypothesis of the pathogenesis of generalized emphy- 


“sema is propounded, based on these findings. The 


author points out the lack of morphological evidence in 
favour of the hypothesis that emphysema is due to a 
“* ball-valve” obstruction of bronchi or bronchioles 
and criticizes it on physical grounds. ‘“* The most effici- 
ent ball-valve cannot do more than dilate passages, which 
retain their normal elasticity, to the point of inspiration; 
once this degree of dilatation is reached, no more air 
can enter. Normal, but compressed, lung forms the wall 
of some small cysts; the elasticity of the lung surrounding 
the cyst is patently normal, so that the distension of the 
cyst could not have been caused by a ball-valve obstruc- 
tion in the supplying bronchiole. The only simple 
explanation remaining is that air must have been forced 
into the cyst during expiration (or coughing), the air 


being trapped in the cyst through the inspiratory phase 
of the respiratory cycle. This could occur only if the 
supplying bronchiole were completely blocked . . . the air 
entering by collateral ventilation.” H. Caplan 


20. Morphological and Chemical Connective Tissue 
Changes in Fibrositic Muscles 
P. BRENDSTRUP, K. JESPERSEN, and G. AsBOE-HANSEN. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.} 16, 
438-440, Dec., 1957. 9 refs. 


In this investigation, reported from the University 
Institute of Medical Anatomy, Copenhagen, an attempt 
was made to determine whether there is a pathological 
basis for the condition of fibrositis. The lumbar muscles . 
of patients undergoing operation for slipped disk were 
palpated, after administration of curare, for the presence 
of nodules. When pronounced fibrositic areas were 
demonstrated on one side and little or no abnormality on 
the other biopsy specimens were removed from sym- 
metrical areas on both sides, these specimens being then 
examined microscopically and analysed for water, hexo- 
samine, potassium, and chloride content. Of the 12 
fibrositic specimens obtained, interfibrillar metachromatic 
material was found in 9, some histological evidence of 
oedema in 7, a relative increase in the number of nuclei 
in 6, a number of mast cells in 6, and a slight accumula- 
tion of lymphocytes in 4. The appearances were normal 
in 2. Of the 12 control specimens, 3 showed some meta- 
chromatic material, 3 an increase in the number of nuclei, 
and one some perivascular lymphocytes; in 8 instances 
the appearances were normal. Chemical analysis 
revealed a higher content of chloride and of hexosamine 
in the fibrositic tissue than in the control tissue; differ- 
ences in dry weight and potassium content were of 
doubtful significance only. The evidence suggests that 
in the nodule there is an increase in size of the extra- 
cellular space and that this space contains an acid muco- 
polysaccharide. G. Loewi 


21. Histochemical Investigation of Connective Tissue in 
Cases of Acute Rheumatism 

A. I. Strukov and G. V. ORLOvsKAYA. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 16, 307-314, 
Sept., 1957. 9 figs., 46 refs. 


From the Academy of Medical Sciences of the U.S.S.R., 
Moscow, the authors report the results of histochemical 
studies, with a wide variety of stains, of connective tissue 
in post-mortem material, mainly from the heart, in 15 
cases of acute rheumatism. The predominant clinical 
manifestation during life in all cases had been cardiac 
disorder, though in 5 the joints had been affected at the 
onset of the disease. The previous studies of several 
groups of Russian workers are quoted as evidence of the 
multiphasic character of collagen, and this concept is 
adopted by the authors in their interpretation of the 
pathological changes observed in connective tissue in the 
course of acute rheumatism. 

The first of these changes is mucoid swelling: the 
collagen bundle is swollen and yields a diffuse meta- 
chromasia with toluidine blue, due partly to the muco- 
polysaccharide of the ground substance and partly to 
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the polysaccharide component of the collagen complex. 
Treatment of this material with collagenase is said to 
destroy the procollagen, leaving the fibres more distinct. 
The second stage is that of “ fibrinoid ” degeneration, 
in which the authors suggest that two varieties of tissue 
change are to be seen, one associated with fibrin deposi- 
tion and the other exhibiting intense metachromasia 
which disappears after treatment with hyaluronidase or 
the periodic-acid-Schiff reagent. In the more long- 
standing cases of disease the variety of changes seen is 
greater and more erratic. 

The authors emphasize the importance of plasma pro- 
ducts and the increase in the amounts of y globulin and 
fibrinogen present as contributory factors in the forma- 
tion of the fibrinoid tissue. They consider the oedema 
and increased acidity associated with the inflammatory 
processes to be responsible for some of the changes in 
the collagen as well as for the release of enzymes. After 
reviewing all their data they suggest that the term 
“fibrinoid degeneration” should be used to describe 
those connective-tissue changes in which fibrin is present 
and “ fibrinoid necrosis ” to describe the other variety 
of degeneration. The relationship of the above changes 
to the rheumatic lesions is discussed. 

R. E. Tunbridge 


22. The Significance of Plasma Cells in the Lesions of 
Acute Polyarteritis 

R. H. More anv H. Z. Movat. Journal of Pathology 
and Bacteriology [J. Path. Sut] 75, 127-132, 1958. 
20 refs. 


In continuation of earlier work on the arterial lesions 
in experimental hypersensitivity the authors have studied 
similar lesions in 2 cases of acute polyarteritis nodosa 
coming to necropsy at Kingston General Hospital, 
Kingston, Ontario. Tissue specimens were examined 
for the three features observed in arterial lesions in 
experimental hypersensitivity: (1) maturation and pro- 
liferation of plasma cells, (2) proliferation of macro- 
phages, and (3) fibrinoid necrosis of vessel walls. The 
last two features occurred abundantly throughout the 
vascular tree in both cases. Proliferation of plasma cells, 
particularly the presence of early forms, was most 
striking not only around damaged vessels, but around 
apparently undamaged vessels as well. Plasma cells 
were also found proliferating throughout the reticulo- 
endothelial system to a conspicuous degree. The authors 
consider this proliferation to be the morphological 
indicator of active antibody formation and thus to 
provide support for the view that hypersensitivity is 
concerned in the pathogenesis of acute polyarteritis. 

J. B. Cavanagh 


23. Differences in the Fine Structure of Collagen and 
Reticulin as Revealed by the Polarising Microscope 
D. B. Brewer. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 74, 371-385, 1957. 4 figs., 23 refs. 


Under the polarizing microscope collagen from a 
variety of human and rat sources was found, in investiga- 
tions here reported from the University of Birmingham, 
to have positive form and positive intrinsic birefringence, 
suggesting that it is made up of small particles and that 


the molecules in the particles are arranged in the long 
axis of the fibre. Different effects were observed when 
collagen was stained with different dyes. Toluidine blue 
and eosin behaved in opposite fashion, suggesting that 
the acidic and basic side-chains of collagen play an 
important role in its combination with dyes. Examina- 
tion of stained collagen demonstrated that the dyes, 
whether acidic or basic, combined with orientated side- 
chains, but the direction of the orientation could not be 
decided. 


Reticulin from many human and rat sources also | 


showed positive form, but with negative intrinsic bire- 
fringence. Unlike collagen, reticulin when stained did 
not show anomalous colours. The birefringence was 
less in frozen unfixed than in frozen formalin-fixed 
material. Treatment of unfixed sections of reticulin with 
enzymes destroyed its positive mens by the periodic- 
acid—Schiff technique. 

The effect of treatment with tannic acid on collagen 
was to convert the intrinsic birefringence from positive 
to negative. The positive-form birefringence of both 
collagen and reticulin suggests that they are made up of 
longitudinally arranged particles. In collagen, however, 
the side-chains are orientated and free to combine with 
acidic or basic dyes, whereas in reticulin side-chains, if 
present, are not free or may contain an additional 
component. R. E. Tunbridge 


24. Observations on the Morphology of the Human 
Hypothalamus in Diabetes Mellitus. (Morphologische 
Beobachtungen im Hypothalamus des Menschen bei 
Diabetes mellitus) 

E. HAGEN. Deutsche Zeitschrift fiir Nervenheilkunde 
[Dtsch. Z. Nervenheilk.| 177, 73-91, 1957. 16 figs., 
bibliography. 


Some authors hold that a disorder of the hypothalamus 
is the primary cause of diabetes mellitus. On the other 
hand the metabolic disturbances resulting from diabetes 
may cause secondary functional changes in the hypo- 
thalamus which become manifest in the histological 
picture. In an attempt to elucidate the part played by the 
pituitary—hypothalamus system in carbohydrate meta- 
bolism and in the pathogenesis of diabetes the present 
author, working at the University of Bonn, has studied the 
diencephalon and pituitary gland of 17 patients who 
had died of diabetes, comparing the findings with those 
in 20 non-diabetic subjects. 
formalin, part of it being frozen and part embedded in 
paraffin for section, preparations made by the former 
method being stained by Gomori’s and those made by 
the latter by Bodian’s method. The histological picture 
of the hypothalamus was found to be readily affected by 
a variety of factors, including age, certain intercurrent 
disease, the administration of drugs, and the cause of 
death. 

In sections stained by the Gomori method coarse blue 
granules similar to those present in large numbers in the 
posterior lobe of the pituitary gland may be demonstrated 
in the nerve cells of the hypothalamus and in the nervous 
elements of the neurohypophysis in the dog and cat 
and this finding is considered by some authors to indicate 
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neurosecretory activity in these regions. In man and 
other species Gomori-positive granules are normally 
confined to the posterior pituitary, other parts of the 
hypothalamus being usually Gomori-negative. It has 
been shown recently, however, that after experimental 
transection of the proximal neurohypophysis certain 
groups of nerve cells become Gomori-positive as a 
morphological manifestation of the resulting functional 
disorder. -A similar picture was found in the nuclei of 


the tuber cinereum in the diabetic subjects examined, 


almost all the nerve cells within a circular area in front 
of the mammillary body being filled with the blue 
granules, with peripheral displacement of the pyknotic 
nuclei. The neurofibrils, normally readily demonstrable 
in this area by silver impregnation, had disappeared, 
while some cells contained no visible nucleus and their 
foamy cytoplasm stained red (“‘ Herring bodies’). The 
author emphasizes, however, that this picture is not 
specific for diabetes mellitus, similar findings having been 
reported in cases of certain liver diseases. They have, 
however, also been observed in dogs after experimental 
extirpation of the pancreas. 

Many photomicrographs are reproduced, some in 
colour, and there is a comprehensive bibliography. 

F. S. Freisinger 


25. The Pituitary and Adrenal Glands of Elderly Mental 
Hospital Patients With and Without Hypertension 
M. K. Beattie and M. A. HEASMAN. Journal of Path- 


ology and Bacteriology [J. Path. Bact.] 75, 83-94, 1958. 
22 refs. 


The weights and histological features of the adrenal 
and pituitary glands in elderly mental patients were 
studied in relation to age and sex and the presence or 
absence of hypertension. It was found that the weights 
of the glands were not related to the sex, age, or mental 
state of the patients. The adrenal glands were signifi- 
cantly heavier in patients with hypertension than in 
normotensive patients, provided the kidneys were not 
reduced in weight. When, however, the kidneys were 
abnormal, the adrenal glands were found, unexpectedly, 
to be significantly less heavy, although still heavier than 
normal. Examination of frozen sections revealed ‘that 
the amount of sudanophilic material and birefringent 
lipid in the adrenal cortex was significantly higher in 
hypertension than in patients with normal blood pressure. 
There was a positive correlation between the weight of 
the adrenal gland and that of the pituitary gland in 
females without gross kidney damage; no such correlation 
was found in males. 

These findings are discussed in relation to present views 
on the pathogenetic mechanism of hypertension. 


J. B. Cavanagh 


26. Rubella during Pregnancy. A Patho-anatomic Study 
of Foetuses. I. [In English] 

R. Lunpstrém. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.| 41, 449-461, 
1957. 3 figs., 15 refs. . 


During a widespread epidemic of rubella in Sweden 
in 1951 the opportunity arose of studying 205 foetuses 
from women who had contracted the disease in the early 


stages of pregnancy (therapeutic abortion in 197 cases and 
spontaneous in 8). Foetuses obtained in 15 cases at 
therapeutic abortion for reasons other than maternal 
rubella served as controls. Because of the volume of 
work involved in examining fully all these foetuses the 
investigation was confined to 67 cases in which maternal 
rubella had been diagnosed by a physician. The present 
paper, a first report, is concerned only with the macro- 
scopical findings. The smallest of the 67 foetuses, after 
external examination, were embedded in paraffin for 
later microscopical study. Gross external malforma- 
tions were observed in only 2 of the 67 foetuses, while 
internal examination of the remainder revealed gross 
abnormalities in only 2. The author does not consider 
that the abnormalities in these 4 instances were attri- 
butable to maternal disease. In 10 foetuses there was 
damage to the eyes, but this probably occurred during 
removal of the foetus from the uterus. 

The radiological and microscopical findings are to be 
the subject of a subsequent report. J. B. Wilson 


27. Lymph Stasis in Cirrhosis of the Liver. (La stase 
lymphatique dans les cirrhoses du foie) 
L. LeGer and P. Guyer. Presse médicale [Presse méd.} 
65, 1930-1932, Nov. 27, 1957. 6 figs. 


In this study of the lymphatic system in hepatic cirrho- 
sis, reported from the Centre Hospitalier de Créteil, 
Seine, biopsy specimens of the liver from 45 patients 
with cirrhosis were examined after fixation in Bouin’s 
fluid and formalin. A definite increase in the number 
and size of the intrahepatic lymph vessels was noted in 
20 cases. Differentiation between the lymphatics and 
veins was made largely on the contents of the vessels, a 
thin-walled vessel which was either empty or filled with 
serous fluid containing erythrocytes being considered 
to be lymphatic; in most cases the differentiation was 
easily made. In a previous similar study the authors 
had observed a network of dilated, turgid lymph vessels 
in the hepatic pedicle, along the upper border of the 
pancreas, and sometimes in the mesentery. 

Of the 20 cases, definite portal hypertension was present 
in 17, and in most of them there were also oesophageal 
varices with a history of haemorrhage. In the 12 cases 
of alcoholic cirrhosis the hepatic picture was one of hyper- 
plastic nodules surrounded by a ring of sclerosis, con- 
gestion being marked and present in all vessels. The 
veins were large and tortuous, and many dilated lymphatic 
channels were noted both in relation to the veins and in 
Glisson’s capsule. In 4 of the 20 cases there was associ- 
ated splenomegaly, 3 of these being cases of Banti’s 
disease in which enlargement of the lymph vessels was 
especially marked. In 2 of the 20 cases of unknown 
aetiology the hepatic lobular pattern was not grossly 
distorted, and the lymphatics, though more prominent 
than usual, were not grossly enlarged. There appeared 
to be a relationship between the amount of sclerosis and 
the hyperdevelopment of the lymph vessels. It is con- 
sidered possible that the enlargement of the lymph 
vessels is secondary to hepatic congestion, and that 
thrombosis in these vessels may further increase their 
size. W. H. Horner Andrews 
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Microbiology and Parasitology 


28. Catalase Activity and Isoniazid Sensitivity of Tubercle 
Bacilli 

A. Beck. Journal of Clinical Pathology [J. clin. Path.] 
10, 311-312, Nov., 1957. 8 refs. 


The correlation between catalase activity and isoniazid 
sensitivity of cultures of tubercle bacilli was studied at 
Paddington General Hospital, London. A total of 116 
cultures were tested on Léwenstein’s medium containing 
varying concentrations of isoniazid, control cultures 
being grown on drug-free medium. After incubation 
for 4 weeks the test cultures were inspected and the con- 
trol cultures examined for the presence of catalase. It 
was found that all 69 isoniazid-sensitive cultures produced 
catalase, but a positive catalase reaction did not neces- 
sarily indicate an isoniazid-sensitive organism, since 23 
isoniazid-resistant cultures produced catalase. All 24 
catalase-negative cultures were resistant to isoniazid, 
but there was no critical drug concentration at which 
loss of catalase activity could be expected. 

E. G. Rees 


29. Relationship between Penicillin Susceptibility and 
Virulence of Staphylococcus aureus 

D. AMSTERDAM and S. SCHNEIERSON. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 96, 750-752, Dec., 1957. 2 refs. 


No distinct correlation was established between peni- 
cillin susceptibility and virulence of 80 coagulase positive, 
hemolytic, mannitol fermenting strains of Staphylococcus 
aureus. Both penicillin-resistant and penicillin-sensitive 
strains vary considerably in their mouse pathogenicity 
but a significantly higher proportion of the former proved 
to be virulent as compared to the latter which were fairly 
evenly divided between virulent and avirulent strains. 
No definite pattern with respect to change in virulence 
was observed with 4 originally penicillin-sensitive strains 
following artificial induction of resistance to the anti- 
biotic.—[Authors’ summary. ] 


30. The Significance of Antibacterial Immunity in 
Diphtheria 

L. Freck and A. Kunicka. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.| 15, 850-860, 1957. 
1 fig., 16 refs. 


The epidemiological and experimental observations 
of a number of authors have suggested that antibacterial 
as well as antitoxic immunity may play a part in pro- 
tecting against infection with Corynebacterium diph- 
theriae. In experiments at the Mother and Child Insti- 
tute, Warsaw, 3 groups of 9 guinea-pigs were immunized 
with injections at 3-day intervals of suspensions of strains 
of C. diphtheriae obtained from 48-hour cultures on 
Léffler’s medium, killed with formalin, and washed twice 
in saline to remove toxin. The immunizing doses ranged 
from 500 to 1,500 million organisms and were followed 


after 7 weeks by a further injection of 3,000 million. 
Three strains of C. diphtheriae were used in preparing the 
vaccines—No. 24, a serological gravis type widespread 


in Poland, No. 25, a mitis strain isolated locally, and the - 
~PW8 strain—and each group was immunized with a 


different vaccine. After an interval of 13 days 3 animals 
in each group received 25 units and another 3 50 units of 
antitoxin per 250 g. body weight, and on the following 
day all the animals received a challenging dose of either 
the homologous or one of the heterologous strains of 
virulent C. diphtheriae. In a second series of experi- 
ments 108 animals were immunized similarly, but the 
challenge was delayed until 24 days after the last inocula- 
tion. In a third series antibacterial immunization was 
carried out with the living atoxic Freeman strain, No. 
1174, and the challenge consisted in infection with the 
same strain rendered toxigenic (pathogenic) by infection 
with the Freeman C. diphtheriae phage B or with the toxic 
strain No. 25 of the same serotype. 

In the first and second series combined the death rate 
of unimmunized control animals was 100°% and of control 
animals with purely antitoxic immunity 29-1%. The 
death rate of those with purely antibacterial immunity 
was 91-6%, and of those with both antitoxic and anti- 
bacterial immunity 2-7%. In the third series the death 
rate of the unimmunized controls was 54-5% and that of 
the animals with antibacterial immunity 16-6°%. The 
immunity was not type-specific. 

Following these experiments 40 human volunteers 
were immunized with a preparation containing 60 Lf of 
toxoid and 700 million formalin-killed C. diphtheriae 
per ml., 3 doses of 0-5, 1, and 1-5 ml. respectively being 
given at intervals of 2 weeks. One month after the 
completion of immunization examination of the sub- 
jects’ serum showed that the agglutinating titres against 
the homologous and 4 other serological types of C. 
diphtheriae had risen significantly compared with the 
values found before immunization, and a rise in the 
antitoxin level had also occurred. The lack of type- 
specificity of the agglutinin response suggests that the 
agglutinins are Lautrop’s O antibodies, which have been 
supposed to have no protective power. On the other 
hand the animal experiments seem to demonstrate an 
enhancement of the protective power of antitoxin by 
bacterial antibodies. In view of the absence of side- 
reactions and the adequate rise of serum antitoxin and 
agglutinin levels after the administration of the com- 
bined toxoid-bacillary vaccine, further trials of such 
preparations are considered to be justified. 

[For the detailed results the original paper should be 
consulted.] K. Zinnemann 


31. A Passive Hemagglutination Reaction for Psittacosis 
A. A. Benepict and E. O’Brien. Journal of Immunology 
[J. Immunol.] 80, 94-99, Feb., 1958. 21 refs. 
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32. The Clinical and Metabolic Effects of Glucagon. 

C. Ezrin, J. M. Satter, M. A. OGryZLOo, and C. H. 
Best. Canadian Medical Association Journal (Canad. 
med. Ass. J.| 78, 96-98, Jan. 15, 1958. 3 figs., 15 refs. 


Since the metabolic effects of repeated doses of gluca- 
gon are similar to those of the adrenal glucocorticoid 
hormones, the effect of glucagon in rheumatoid arthritis 
was studied in the Department of Medicine, University of 


Toronto. Glucagon was given to 8 patients in a daily. 


dosage of 2:5 to 25 mg. in 500 ml. of saline by intravenous 
infusion over a period of 10 hours, the longest uninter- 
rupted course being 4 days. Nausea developed in all 
patients and severe vomiting in 3, irrespective of the blood 
sugar level. There was considerable clinical improve- 
ment, lasting from a few days to several weeks, in the 5 
patients with soft-tissue inflammatory lesions, but no 
improvement was noted in patients with destructive bone 
lesions. In some instances the blood sugar level rose 
to 300 mg. per 100 ml., and in all except 2 patients gly- 
cosuria developed, but the morning after an infusion 
the blodd sugar level was either normal or low. The 
nitrogen balance became negative, but urinary excretion 
of creatine fell significantly. Ketosis occurred in 6 
patients, including one with a normal blood sugar level. 
Urinary excretion of 1t7-hydroxycorticoids rose above 
normal in one case only. It is suggested that the anti- 
inflammatory effect of glucagon is due to limitation of 
protein anabolism. Kenneth Gurling 


33. Antisialogogue Drugs in Man. Comparison of Some 
Anticholinergic and Sedative—Antihi ine Drugs 

A. B. Doskin, G. M. Wyant, and G. M. AASHEIM. 
Anaesthesia [Anaesthesia] 13, 63-67, Jan., 1958. 1 fig., 
4 refs. 


Some antisialogogues used in anaesthetic premedica- 
tion exhibit undesirable side-effects, such as a tendency 
to increase apprehension, which make them unacceptable 
to anaesthetists. In this study of the comparative anti- 
sialogogue action of a number of anticholinergic, anti- 
histaminic, and sedative drugs, carried out at the Univer- 
sity of Saskatchewan Hospital, Saskatoon, the saliva of 
4 male subjects was collected from one Stenson’s duct 
through a plastic suction cup and pumped into a cali- 
brated test tube. First the mean normal volume of 
saliva secreted and the mean response to the intravenous 
injection of 3 ml. of a carbachol—adrenaline solution 
were determined; these were 0-15 and 3-9 ml. of saliva 
respectively per 10 minutes. Thereafter, at weekly 
intervals, the 4 subjects were given each of the test drugs 
in turn, the volume of saliva from the parotid being 
measured for 10 minutes after intravenous injection of 
each drug and then three times at 10-minute intervals 
after injection of 3 ml. of carbachol—adrenaline as above. 

Oxyphenonium bromide (“‘ antrenyl”’) in a dose of 1 
mg. and methantheline bromide (‘* banthine ”’) (10 mg.) 


produced respectively 100 and 96°% drying of secretions, 
but caused tachycardia and intense oral dryness. Hexo- 
cyclium (“tral ’’) (2 mg.) resulted in 97°%% reduction in 
secretion without any undesirable side-effects. ‘*‘ Phe- 
nergan ” (promethazine) (25 mg.) produced 93°% drying, 
but caused some drowsiness. Atropine (0-4 mg.) gave 
83°%% reduction of salivary secretion, but the effect was 
less consistent than that of the previously mentioned 
drugs; there were no side-effects. Finally 20 mg. of 
“largactil”’ (chlorpromazine) gave only 33°% drying, 
accompanied by a subjective feeling of oral dryness and 
marked drowsiness. In a previous study the authors 
had shown that scopolamine (0-2 mg.) and “ bellafoline ” 
(0-2 mg.) gave respectively 97 and 87% drying of secre- 
tions and were both consistently satisfactory. 
Mark Swerdlow 


34. Effect of Isopropamide Iodide on Basal Gastric 
Secretion in the Human 
E. G. Boss and G. C. BUCHANAN. Gastroenterology 


[Gastroenterology] 33, 730-736, Nov., 1957. 4 figs., 
3 refs. 


The effect of a new anticholinergic compound, iso- 
propamide iodide, on basal gastric secretion was studied 
at the Hospital of the University of Pennsylvania, Phila- 
delphia. The results of 12 experiments carried out on 
9 males aged 24 to 60 years are analysed; 8 of the 
patients had duodenal ulcer and one had hypermotility 
of the small intestine with gastric hyperacidity. After 
the patients had fasted for 12 hours a Rehfuss tube 
was passed into the third part of the duodenum and a 
Levin tube into the most dependent part of the pyloric 
antrum under radiological control. The patients sat 
in the upright position and saliva was expectorated during 
the tests. The stomach was completely aspirated and 
the specimen discarded. Continuous suction at a pres- 
sure of—25 to 30 cm. H2O was applied to both tubes, 
and four 15-minute specimens were collected from most 
patients to obtain baseline values for the volume and free 
and total acidity of gastric secretion, Tépfer’s reagent 
and phenolphthalein being used as indicators. Iso- 
propamide iodide in a dose of 30 to 50 mg. dissolved in 
10 ml. of distilled water was then introduced into the 
duodenum. After 15 minutes the gastric tube was 
attached to a source of-continuous suction. The total 
gastric aspirate was examined for volume and free 
acidity at 30-minute intervals for periods ranging from 
44 to 114 hours. The experiment was discontinued 
when the volume and free acidity of specimens 
approached baseline values or the patients could no 
longer tolerate intubation. On 3 control subjects similar 
tests were carried out after 10 ml. of distilled water had 
been introduced into the duodenum. 

In all experiments a statistically significant decrease in 
the volume of gastric aspirate followed the introduction 
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of isopropamide iodide, the average interval before the 
onset of the depressant action being 45 minutes. Free 
acid was also significantly reduced in all experiments, 
beginning approximately 1}? hours after the introduction 
of the drug. Achlorhydria, lasting from 30 minutes to 
8 hours, occurred in 9 of the 12 experiments. Moderate 
to severe dryness of the mouth was noted in all the 
patients, blurring of vision in 3, urinary retention in 3, 
and tachycardia in 2. One patient had acute abdominal 
pain and distension lasting for 3 hours following a large 
meal consumed after the test. 

Isopropamide iodide was also administered to 13 
patients in various dosage schedules over periods ranging 
from 3 to 208 days. The dose tolerated most satisfac- 
torily appeared to be 10 mg. every 8 hours. 

T. J. Thomson 


35. Salicylates and Gastric Hemorrhage. I. Occult 
Bleeding. II. Manifest Bleeding 

H. F. LANGE. Gastroenterology [Gastroenterology] 33, 
770-777 and 778-788, Nov., 1957. 32 refs. 


Much has been written on the tendency for acetyl- 
salicylic acid (aspirin) to cause localized gastric erosion 
and subsequent haemorrhage. The author reports, from 
Ulleval Hospital, Oslo, the results of an extensive investi- 
gation into this subject, the first part of which was con- 
cerned with the incidence of occult bleeding from the 
gastro-intestinal tract in 110 arthritic patients receiving 
salicylate therapy. The patients were divided into 6 
different groups which were given five different types of 
salicylate preparation, and the faeces were examined by 
benzidine test for occult blood before (in 50 cases), 
during (in all 110), and after therapy (48 cases), which 
lasted for a mean period of 21 days. This test gave a 
positive result on 298 (38°) of 783 faecal specimens 
examined during treatment, and on 37 out of 103 speci- 
mens examined 5 days after the end of treatnient. There 
did not appear to be any marked difference in the results 
produced by different preparations of salicylates, except 
that one which had an effective enteric coating was 
shown, as expected, to be the least irritating. It was 
notable that calcium salicylate and a salicylo-glycine 
preparation (which-are alleged to have the property of 
rapid and fine dispersion) both produced positive occult- 
blood reactions. In general the number of positive 
reactions was significantly reduced if the tablets were 
taken immediately after meals. The “use of enteric 
coating also tended to reduce the incidence of occult 
bleeding, but there is some doubt as to whether this per- 
mits satisfactory absorption and the attainment of an 
adequate serum level of salicylate. 

In the second part of the study an attempt was made 
to determine the part played by salicylates in the causation 
of manifest bleeding from the gastro-intestinal tract in 
96 patients admitted to hospital because of haematemesis 
or melaena, of whom 45 had been taking salicylates for a 
variety of stated reasons and 51 had not. These 96, 
together with a control group of 31 patients admitted 
with peptic ulceration but without bleeding, were studied 
in three groups. Of the 31 control patients in Group 1, 
6 (19%) gave a history of having taken salicylates shortly 
before admission. Group 2 consisted of 62 of the 
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patients with bleeding in whom, following the appearance 
of gastro-intestinal haemorrhage, radiological examina- 
tion revealed organic disease; of these, 24 (37%) had 


taken salicylates shortly before the bleeding episode. Of . 


the 34 patients in Group 3, in whom the x-ray findings 
following haematemesis or melaena were negative, 19 
(56°%%) gave a history of taking salicylates shortly before 
admission. The differences between the numbers taking 
salicylates in Groups 1 and 3 and in Groups 1 and 2 were 
statistically significant. The author therefore concludes 
that the salicylates were a significant factor in provoking 
gastro-intestinal haemorrhage, and notes that this effect 
was particularly marked in the elderly. 
J. N. Harris-Jones 


36. Histological Changes in the Gastric Mucosa in the 
Presence of Various Salts of Bismuth. (Modifications 
histologiques de la muqueuse gastrique en présence des 
différents sels de bismuth) 

N. FLAviAN, F. Correnot, and M. Presse 
médicale [Presse méd.] 65, 2007, Dec. 7, 1957. 9 refs. 


The authors have studied the effect of bismuth salts 
on the gastric mucosa of rats. Of four groups of these 
animals, one served as a control, while the other three 
groups were given in their food a daily dose of 0-2 g. of 
bismuth subnitrate, bismuth carbonate, and bismuth 
silicate respectively. On the 10th day all the animals 
were killed, their stomachs excised, and the mucosa 
and secretions examined histologically and histochemic- 
ally. In all three treated groups the appearance of 
the gastric mucosa was modified by the bismuth salts, 
the effect being greatest in the animals given bismuth 
subnitrate. The authors suggest that bismuth subnitrate 
has a strong mucigenous action and that this might 
explain the greater therapeutic activity of this salt in the 
treatment of gastro-enterological lesions, and also of 
‘* paradigestive nervous and circulatory disorders ”’. 

J. E. Page 


37. The Effect of 5-Hydroxytryptamine on Intestinal 
Motor Function in Man 

T. R. Henprix, M. ATKInson, J. A. CLIFTON, and F. J. 
INGELFINGER. American Journal of Medicine [Amer. J. 
Med.) 23, 886-893, Dec., 1957. 5 figs., 34 refs. 


At the Massachusetts Memorial Hospitals (Boston 
University School of Medicine), the effects of 5-hydroxy- 
tryptamine (5-HT) on intestinal motility were studied in 
34 normal subjects by a balloon kymograph technique, 
the balloons being placed in the upper jejunum under 
fluoroscopic observation. In doses up to 30 mg. 5-HT 
was without effect when administered directly into the 
jejunum. When administered intravenously, however, 
in doses of.1 to 3 mg. it caused an increase in intestinal 
tone (resistance of the intestine to distension) in 70°%% of 
the tests. There was often a period of decreased tone 
after this response, during which the intestine was 
insensitive to further administration of 5-HT. Through- 
out the period of increased tone and for several minutes 
after it rhythmic movement of* the intestine was abol- 
ished. In 14% of tests both tone and rhythmic activity 
were decreased by 5-HT, a response comparable to that 


j 
§ 
I 
t 
a 
3 
H 
R 
R 
18 
efi 
Ms lai 
pa’ 
ind 
res) 
q sib] 
dor 
| the 
apg Pati 
trea 
toc 
to j 
phe; 
hyd 
inch 
16-¥ 
with 
tensi 
TI 
empl 
certa 
are d 
long 


yston 
rOxy- 
ed in 
jique ’ 
inder 


5-HT 
o the 
vever, 
-stinal 
of 
i tone 
e was 
rough- 
1inutes 
abol- 
ictivity 
to that 


PHARMACOLOGY AND THERAPEUTICS 13 


produced by adrenaline, while in the remainder of the 
experiments 5-HT was without effect on intestinal 
motility. 

The effects produced by 5-HT could not be reproduced 
by the injection of histamine and were not reduced—in 
fact they were often potentiated—by the previous ad- 
ministration of various antihistaminics. The previous 
administration of anticholinergic drugs (methantheline 
and atropine) prevented the increase of intestinal tone 
in response to 5-HT, whereas administration of the 
ganglionic blocking substance hexamethonium did not. 
The previous administration of 1-benzyl-2:5-dimethyl 
serotonin (BAS), which itself was inactive, prevented 
both the stimulant and the inhibitory effects of 5-HT. 

From these observations the authors conclude that 
5-HT stimulates intestinal activity through an action on 
cholinergic nerves at a site peripheral to the ganglionic 
synapse, and that BAS inhibits this response by compet- 
ing with 5-HT for a specific receptor site on the post- 
ganglionic neurone. They further suggest that 5-HT 
may also stimulate postganglionic adrenergic fibres and 
that in some individuals this effect predominates, thereby 
accounting for the decrease in intestinal tone seen in 
some of the experiments. 

The paper also includes a description of the side-effects 
of 5-HT as experienced by the subjects. 

W. C. Bowman 


38. The Evaluation of ‘‘ Medical ’’ Therapy in Essential 
Hypertension 


J. W. Woops, J. D. Dorsett, K. L. Wuire, H. Smiru, 
R. Hit, and J. Watson. Journal of Psychosomatic 
Research [J. psychosom. Res.] 2, 274-284, 1958. 2 figs., 
15 refs. 


An experimental design for evaluating the hypotensive 
effects of pharmacologic agents advocated for the ambu- 
lant treatment of patients with essential hypertension is 

The design of the study utilized meticulous selection of 
patients with moderately severe, unequivocal essential 
hypertension, weekly clinic visits, a ‘social stress” 
index based on questionnaires and interview data ob- 
tained by sociologists, a double-blind technique with 
respect to the treatment regimens insofar as the respon- 
sible physician, nurse and the patients were concerned, a 
double-blind technique with respect to knowledge of 
the blood pressure readings insofar as the physician and 
patients were concerned, and random assignments to 
treatment regimens by a biostatistician in an attempt 
to control some of the social and emotional factors known 
to influence blood pressure. Of 4 regimens (placebo, 
phenobarbital, reserpine and reserpine combined with 
hydralazine), evaluated during a 32-week period which 
included two 8-week placebo periods before and after a 
16-week treatment period, only one (reserpine combined 
with hydralazine) was found to have significant hypo- 
tensive properties. 

The rationale for the particular experimental design 
employed, the problems encountered in its execution, and 
certain limitations implicit in the double-blind technique 
are discussed. In spite of the difficulties inherent in the 
long natural history of hypertension and the contribution 


of multiple aetiologic factors, especially social and emo- ~ 
tional influences, rigorous experimental evaluation of 
hypotensive pharmacologic agents may be preferable 
to their enthusiastic trial in uncontrolled situations.— 
[From the authors’ summary.] 


39. Anisindione: a New Anticoagulant with Unusual 
Properties 


K. LANGg, E. PERCHUK, M. MAHL, J. ENZINGER, and 
G. Mouratorr. American Heart Journal [Amer. Heart 
J.] 55, 73-79, Jan., 1958. 5 figs., 3 refs. 


A new anticoagulant of the indandione group, “ ani- 
sindione ” (2-p-anisyl indandione-1:3) was tried in the 
treatment of 52 patients aged 47 to 89 years, most of 
whom suffered from thrombo-embolic disease. The 
hypoprothrombinaemic response was assessed by the 
Quick one-stage method, “ solu-plastin” being the 
reagent. 

After a single dose of 200 mg. of anisindione there was 
a fall in prothrombin activity to 75°% within 6 hours and 
to 40% after 30 hours, the activity returning to 
normal after 110 hours. Following a dose of 400 mg. 
prothrombin activity fell to 50 or 60% in 6 hours and 
to 30% in 50 hours, returning to normal (4 cases) in 
150 hours. With a single dose of 600 mg. the figures 
were 35 to 45% within 6 hours,-25 to 30% in 36 hours, 
and a return to normal (3 cases) in 158 hours. The 
response varied little in different individuals. The 
authors found that a satisfactory dosage regimen was 
500 mg. the first day, 300 mg. the second day, nothing the 
third day, 300 mg. on the fourth day, and a maintenance 
dose thereafter of 200 mg. every third day. In 4 patients 
there were haemorrhagic episodes, one of which was 
probably caused by a renal calculus; in all of them 
prothrombin activity rapidly returned to normal after 
administration of phytonadione (vitamin K,). 

In 3 additional patients the initial reduction in pro- 
thrombin activity by dicoumarol was maintained satis- 
factorily with anisindione. Gerald Sandler 


40. Amisometradine, a New Oral Diuretic 
A. D. Jose and P. Woop. British Medical Journal (Brit. 
med. J.] 1, 9-12, Jan. 4, 1958. 3 figs., 3 refs. 

The diuretic effect of amisometradine (* rolicton ”’) 
by mouth in cardiac failure was studied in 20 patients at 
the National Heart Hospital, London. In 16 of the 
patients administration of digitalis was continued, and in 
all dietary sodium was restricted to 1 g. daily and fluid 
intake maintained at 40 or 50 oz. (1,136 or 1,420 ml.) 
daily. Amisometradine was given in dosage of 400 mg. 
3 times a day for 2 days, and the diuretic response, which 
was assessed from changes in body weight and the 24- 
hour urine output relative to a control period, was com- 
pared in each patient with the response to 2 ml. of mer- 
salyl given intramuscularly. 

A satisfactory therapeutic response was obtained in 
17 patients. In the dosage given amisometradine was 
found to have 40°% of the diuretic potency of 2 ml. of 
mersalyl, although in 4 patients it was consistently more 
effective than the latter drug. Nausea developed in 3 
patients (severe in one), diarrhoea in one, and tin: itus 
in one. The‘drug had no toxic effects on the blood or 
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urine. With more prolonged administration in 3 addi- 
tional patients there was a moderate diuresis without 
side-effects. 
The authors conclude that amisometradine is better 
tolerated than aminometradine (“‘ mictine ’’). 
Gerald Sandler 


41. Clinical Experiences with a New Carbonic Anhydrase 
Inhibitor as an Oral Diuretic 

I. Hirsuvemer, N. SHAFTeL, and D. J. BeHr. New 
England Journal of Medicine [New Engl. J. Med.| 257, 
1074-1076, Nov. 28, 1957. 5 refs. 


In this paper from Kings County Hospital Center, 
Brooklyn, New York, the authors report their experi- 
ence with a new carbonic anhydrase inhibitor, p-sulph- 
amyl-2-hydroxyethylcarbanilate (W-1548), as an oral diu- 
retic. The drug was given to 45 patients (30 males and 15 
females) aged 27 to 81 years, of whom 38 had cardiac 
disease, 5 cirrhosis, 1 myxoedema, and 1 chronic glomeru- 
lonephritis. All the diuretic medication except digitalis 
preparations and meralluride was withdrawn and W-1548 
administered in an average dose of 1 g. twice daily for 
3 to 5 days, followed by rest intervals of 2 to 4 days. 
The response was assessed from changes in body weight 
and the reduction in the dose of meralluride required. 
In 6 patients with cardiac disease and the one with 
myxoedema meralluride was completely replaced by 
W-1548, while in 12 others the dose of meralluride was 
reduced.. Side-effects and toxicity were negligible. 

I. Ansell 


42. Chlorothiazide: an Oral Diuretic 

R. I. S. Bayuiss, D. MARRACK, J. Pirkis, J. R. REEs, 
and J. F. Zuva. Lancet [Lancet] 1, 120-124, Jan. 18, 
1958. 4 figs., 13 refs. 


From Westminster Hospital, London, the authors 
report the results of the use of chlorothiazide, a non- 
mercurial oral diuretic which acts by increasing renal 
excretion of chloride ions, in the treatment of 24 oedema- 
tous patients, of whom 17 had congestive cardiac 
failure. All other treatment was maintained and the 
majority of the patients received a reduced sodium intake. 
The dosage of chlorothiazide was 1 g. twice daily. The 
response was assessed (from reduction in oedema, fall in 
body weight, and urinary electrolyte excretion) as good, 
fair, or poor, these terms being defined. 

The results are summarized in tables. Of the 17 
patients with congestive cardiac failure due to ischaemic, 
hypertensive, or valvular heart disease, the response was 
good in 10, fair in 5, and poor in 2. A good response 
also occurred in 3 patients with premenstrual oedema, 
but was only fair in one patient with hepatic cirrhosis. 
A good response was associated with a chloride and 
sodium diuresis. In 5 patients who had responded 
poorly to mersalyl a good response was obtained with 
chlorothiazide, and in one case the effect of mersalyl was 
enhanced. Toxic effects were slight, only the cirrhotic 
patient complaining of malaise and anorexia and another 
having hypopotassaemic symptoms. The authors con- 
clude that chlorothiazide has many features of the ideal 
diuretic. In particular it can be used for long-term 
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maintenance therapy either in continuous or intermittent 
administration; however, in the former case a supple- 
ment of 2 to 6 g. of potassium chloride should be given 
daily to prevent hypopotassaemia. Gerald Sandler 


43. Clinical Experience with Chiorothiazide 
J. D. H. SLATER and J. D. N. NABARRO. Lancet [Lancet] 
1, 124-127, Jan. 18, 1958. 6 figs., 9 refs. 


The results obtained with chlorothiazide in the treat- 
ment of 3 patients with the nephrotic syndrome, one with 
ascites due to portal hypertension, and one with con- 
gestive heart failure are reported from the Middlesex 
Hospital, London. The intake of sodium and chloride 
was kept constant and a control period of 4 to 8 days 
was instituted before beginning the administration of 
chlorothiazide, which was given in a dosage of 1 to 
2 g. daily. 

The 3 nephrotic patients responded well, showing loss 
of weight and oedema associated with an increased 
sodium and chloride diuresis. In 2 of these patients 
chlorothiazide has been continued intermittently for up 
to 6 months and has successfully controlled the oedema, 
but there has been persistent hypopotassaemia despite 
the concomitant oral administration of potassium chlor- 
ide. A good initial response also occurred in the patient 
with portal hypertension, but after 7 weeks he became 
refractory both to chlorothiazide and to mersalyl when 
given separately, although still responding to the two 
drugs given together. A satisfactory response was also 
obtained in the patient with congestive failure. In a 
short-term study on a patient with stabilized congestive 
heart failure a single dose of 3 g. of chlorothiazide resulted 
in a decrease in the pH of the blood, an increase in the pH 
of the urine, and a sharp rise in bicarbonate excretion, 
which was attributed to inhibition of renal carbonic 
anhydrase by the drug; the increased chloride excretion, 
however, suggests that chlorothiazide does not act like 
other carbonic anhydrase inhibitors. Gerald Sandler 


44. Effect of Chlorothiazide on the Edema of Cirrhosis, 
Nephrosis, Congestive Heart Failure and Chronic Renal 
Insufficiency 

G. E. ScHREINER and H. A. BLoomer. New England 
Journal of Medicine [New Engl. J. Med.) 257, 1016-1022, 
Nov. 21, 1957. 4 figs., 9 refs. 


At Georgetown University Medical Center, Washing- 
ton, D.C., the non-mercurial diuretic chlorothiazide, the 
properties of which are described, was tried in the treat- 
ment of 36 patients with water and salt retention due to 
cirrhosis of the liver in 5 cases, nephrosis in 12, congestive 
cardiac failure in 6, and varying degrees of chronic 
renal failure in 13. Electrolyte balance studies were 
carried out on 20 of the patients. The optimum dosage 
of the drug appeared to be about 5 mg. per kg. body 
weight given 6-hourly for one day. 

The response of 4 out of the 5 cirrhotic patients given 
6 courses of treatment was good, and no marked im- 
balance of electrolytes occurred. In 3 of these patients 
chlorothiazide succeeded where parenteral mercurial 
diuretics had failed. Concomitant administration of 
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resis’, but potassium was the main cation excreted. 
On withdrawing the steroids a sodium and chloride 
diuresis occurred. Of the 4 patients with cardiac failure, 
3 improved, but in the fourth hypopotassaemia devel- 
oped and potassium had to be administered. In the 
cases of nephrosis there was a favourable response to 
5 out of 9 courses given to 7 of the patients. It was 
noted that in 2 of these patients there was a significant 
sodium diuresis despite concomitant administration of 
ACTH; however, chlorothiazide was not always able 
to break through the salt-retaining stimulus of ACTH. 
The response of the patients with renal failure was dis- 
appointing and a significant sodium diuresis occurred in 
only one case. It is suggested that an adequate glomeru- 
lar filtration rate is essential if the drug is to exercise its 
beneficial effect. 

The authors conclude that chlorothiazide is a safe 
diuretic and is especially useful in cases of the nephrotic 
syndrome being treated with ACTH. The drug appears 
to act by interfering with the reabsorption of sodium 
and chloride, but the evidence on this point is not yet 
definite. There was no evidence in this study that the 
drug acts by inhibiting carbonic anhydrase. A few of 
these patients were also given mercurial diuretics with 
an apparent additive effect, suggesting that therapeutic 
benefit might result from the “‘ use of double or triple 
combinations after more is known concerning chloro- 
thiazide itself ”’. W. H. Horner Andrews 


45. Intrathecal Phenol for Intractable Pain: Safety and 
Dangers of the Method . 

P. W. NATHAN and T. G. Scotr. Lancet [Lancet] 1, 
76-80, Jan. 11, 1958. 1 fig., 9 refs. 


“The authors have investigated, at the National Hos- 


pital, Queen Square, London, the possible toxic effects of 
the method described by Maher (Lancet, 1957, 1, 16; 
Abstr. Wld Med., 1957, 21, 282) for the relief of intract- 
able pain by the intrathecal injection of phenol. The 
7-5°%% solution of phenol employed was injected in most 
cases into the lumbar theca—except in 3 in which it was 
injected in the cervical region just above or just below 
the 7th cervical vertebra—and the patient was then so 
positioned that the solution, which is heavier than the 
cerebrospinal fluid, bathed’ the appropriate posterior 
roots. The volume of solution varied from 0-75 to 
1-5 ml. and this did not affect more than two nerve roots, 
with little effect on adjacent roots. 


In 13 cases the injection consisted of 5%% phenol in © 


glycerin with silver nitrate, but as this solution caused 
various complications and in one case a severe meningeal 
reaction and death, it was abandoned. In the remaining 
30 cases the injection of 7-5°% phenol solution in ethyl 
iodophenylundecylate (‘‘ myodil’’) produced no un- 
toward effects, no muscle weakness, and no evidence at 
necropsy of nerve root damage. Specimens of cerebro- 
spinal fluid taken after the injection showed only a slight 
rise in the cell count and protein content. A number of 
further tests in vitro are described. Phenol appears to 
be less toxic in a lipid vehicle than in a watery solution. 
It was found safe to move the patient 15 minutes after 
the injection without risk of the solution affecting other 


regions. It is considered that this method of analgesia 
should be tried before resorting to surgical nerve-root 
division, no undesirable pathological effects having fol- 
lowed its use. Although this study was primarily con- 
cerned with the possible toxic effects of the method, the 
authors report incidentally that in about half their cases, 
mostly patients with inoperable cancer, relief of pain was 
obtained. G. S. Crockett 


46. Méethylpentynol Carbamate. Pharmacological and 
Clinical Investigations 

A. H. and P. Trotter. Lancet [Lancet] 1, 343- 
345, Feb. 15, 1958. .8 refs. 


Methylpentynol carbamate has been tried as a pre- 
medication for dental operations at King’s College Hos- 
pital, London. In a small series of healthy subjects the 
drug, in doses up to 1,200 mg. by mouth, had no toxic 
effects on the blood or on liver function. The clinical 
results in over 10,000 patients are summarized. The 
dose ranged from 200 mg. in calm patients to 100 mg. 
per 14 lb. (15-7 mg. per kg.) body weight in very appre- 
hensive patients, the drug being given about one hour 
before operation under local analgesia. Before general 
anaesthesia between 200 and 1,000 mg. of methylpentynol 
carbamate was administered, its effect being compared 
with those of pentobarbitone and other hypnotics and of 
methylpentynol itself. The results were gratifying. A 
comparison of the effects of the drug with those of the 
barbiturates showed that with the former laryngeal 
irritability was less, recovery was more rapid, and there 
was no respiratory. depression. The authors state that 
when a rapid effect is desired methylpentynol itself is 
preferable to the carbamate, which is slower and more 
prolonged in action. Kenneth Gurling 


47. Methylpentynol Carbamate and Liver Function 

A. A. BARTHOLOMEW, P. CHAPPELL, E. MARLEY, and 
J. S. W. CuHampers. Lancet [Lancet].1, 346-347, Feb. 
15, 1958. 2 figs., 15 refs. 


The effect, if any, of methylpentynol carbamate on 
liver function was studied in 12 patients with various 
diseases, the drug being given in a dosage of 1 to 3 g. 
daily for 2 to 7 weeks. Liver function tests were carried 
out during a control period of 7 days when the patients 
received an inert substance and thereafter weekly during 
administration of methylpentynol. Although changes 
in the mental state of the patients were common, only 
mild impairment of liver function was observed with 
doses in excess of the therapeutic range. Urobilinogen 
was detected in the urine after 2 or 3 weeks’ treatment, 
but cleared within 2 weeks of withdrawal of the drug. 
An abnormal response to the thymol turbidity test was 
obtained in 2 cases and to the thymol flocculation test 
in one case. A substance which reduced Benedict’s 
solution was found in the urine in one case, presumably 
due to a glucuronide conjugate, and the erythrocyte 
sedimentation rate was increased in 2 cases. The 
authors state that none of these signs of mild liver 
damage is likely to develop with a daily oral dose of 
1 g. or less of methylpentynol carbamate. 


Kenneth Gurling 
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48. Environmental Penicillin and Penicillin-resistant 
Staphylococcus aureus 

J. C. Goutp. Lancet [Lancet] 1, 489-493, Stance 8, 
1958. 2 figs., bibliography. 


It is suggested that the inhalation of penicillin from 
the environment presents a possible explanation of the 
increasing percentage of penicillin-resistant strains of 
Staphylococcus aureus found among nasal carriers in 
hospitals, since the anterior nares are the primary site of 
colonization in the carrier. The author, working at the 
University of Edinburgh, has sought evidence for this 
hypothesis by investigating the penicillin levels in the air 
of a large general hospital and in a factory where various 
preparations of penicillin were made up. For the 
detection of penicillin in the atmosphere agar plates 
uniformly sown with susceptible strains of Staph. aureus 
were exposed either directly to the air (settling plates) or 
to air taken through an impinger sampler (a modified 
sieve-plate sampler) at the rate of 25 c. ft. (0-75 c. metre) 
per minute. After incubation zones of inhibition were 
observed, and that these were due to the presence of 
penicillin was confirmed by inoculating a sensitive 
staphylococcal strain on to one part of each zone and 
the same organism plus penicillinase on to an adjacent 
part. The method also allowed of quantitative estima- 
tion of penicillin levels. 

Penicillin was shown to be present in variable amounts 
in the air and dust of all sites examined in the hospital. 
The smallest amounts were found in the physicians’ 
side-rooms, and larger amounts in the medical and sur- 
gical wards. The air of the hospital dispensary showed 
considerable antibiotic activity, a proportion of which 
was due to penicillin (concentration 0-5 to 35 yg. per 
100 c. ft. (0-16 to 11 wg. perc. metre)). The highest con- 
centration of penicillin found was in sections of the out- 
patient department (1 to 50 wg. per 100 c. ft. (0-3 to 
16 pg. per c. m.)) where penicillin was being administered, 
for example, in the room in which minor surgical treat- 
ment was given, and fell off sharply with the distance 
from these rooms. Similar indicator plates were im- 
pressed by the hands and fingers of the staff at work or 
were inoculated with swabs from the anterior nares of 
these subjects. Penicillin from both sources was readily 
detectable. Amounts of penicillin from the fingers 
sufficient to cause inhibition of growth over the whole 
plate was often obtained after only a few seconds’ 
handling of articles in the room used for minor sur- 
gery. Laboratory experiments showed that air and dust 
can be readily contaminated with penicillin when pre- 
parations of the antibiotics are used and handled. 

In the factory appreciable amounts of penicillin (10 
to 250 us. per 100c. ft. (3 to 80 yg. per c. m.)) were recov- 
ered in the penicillin filling room and rather less in the 
packing room, which appeared to be sufficient to depress 
the growth of all bacteria in the nares of workers in these 
rooms. Smaller amounts were recovered from the air 


of other parts of the factory, a little being found even in 
the administrative block. 

The author considers that destruction of penicillin in 
dust may be relatively slow and that the amount tends to 
accumulate. Since environmental penicillin can provide 
a concentration adequate to inhibit sensitive staphylo- 
cocci it may well be an important factor in the colon- 
ization of hospital carriers with penicillin-resistant strains 
of the organism. Joyce Wright 


49. Pharmacological and Initial Therapeutic Observa- 
tions on 6-Diazo-5-oxo-L-norleucine (DON) in Human 
Neoplastic Disease 

G. B. MaaiLt, W. P. L. Myers, H. C. REeIty, R. C. 
PuTNAM, J. W. MAGILL, M. P. Sykes, G. C. ESCHER, 
D. A. KaRNorsky, and J. H. BURCHENAL. Cancer 
[Cancer (Philad.)] 10, 1138-1150, Nov.—Dec., 1957. 
9 figs., 15 refs. 


The clinical effects of 6-diazo-5-oxo-L-norleucine 
(DON) have been studied at the Sloan-Kettering Institute, 
New York, in 63 patients with various types of advanced 
malignant disease. This substance is an antibiotic iso- 
lated from Streptomyces and is structurally similar to 
azaserine (o-diazoacetyl-L-serine), over which, however, 
it has certain theoretical advantages. The dose was 
between 0-1 and 0-3 mg. per kg. body weight given orally 
or by any parenteral route once daily. [The usual 
duration of treatment is not stated, but was apparently 
prolonged up to 16 months in some cases.] 

Regression of the disease was observed in only 7 out of 
47 patients treated adequately for 2 weeks or more, 
including 2 out of 18 with carcinoma of the breast and 
2 out of 9 with bronchial carcinoma. Some improve- 
ment was also noted in one case each of carcinoma of the 
colon, Hodgkin’s disease, and carcinoma of the genital 
tract [of unspecified type]. In some cases the primary 
mass, amount of pleural effusion, and lymph-node and 

_ pulmonary metastases becafne smaller, and biochemical 
disturbances such as hypercalcaemia also improved. [The 
duration of such improvement is not stated, but appears 
to have been brief.] Toxic reactions were common, 52 
patients (83°%) developing soreness of the tongue or 
mouth, progressing to ulceration if treatment was con- 
tinued, and 30 (48%) diarrhoea. Other side-effects 
included nausea and vomiting, generally mild, in 19 
cases (30%), leucopenia in 15 (24%), elevation of the 
blood urea nitrogen level in 10 (16°%), gastro-intestinal 
bleeding in 10, thrombocytopenia in 7 (11%), and 
abdominal pain in 5 (89%). These toxic manifestations 
appeared to be reversed by the administration of the 
purine adenine in a dose of 500 mg. daily by mouth or 
the purine precursor 4-amino-5-imidazole carboxamide 
in double that dose. It is considered that DON has a 
definite anti-tumour effect, but that further studies are 
required to define its true value. Kenneth Gurling 
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Infectious Diseases 


50. Dithiazanine, an Effective Broad-spectrum Anthel- 
mintic. Results of Therapy of Trichuriasis, Strongyloi- 
diasis, Enterobiasis, Ascariasis, and Hookworm Infection 
J. C. SWARTZWELDER, W. W. Frye, J. P. MUHLEISEN, 
J. H. MILter, R. LAMPeRT, A. PENA CHAVARRIA, S. H. 
ABADiE, S. O. ANTHONY, and R. W. SAPPENFIELD. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 165, 2063-2067, Dec. 21, 1957. 3 refs. 


From the Louisiana State University School of Medi- 
cine, New Orleans, the authors report the results of 
clinical trials of a new anthelminthic, dithiazanine (3- 
ethyl - 2 - [5 - (3 - ethyl - 2 - benzothiazolinylidene) - 1 : 3 - 
pentadienyl] benzothiazolium iodide), which is a blue 
powder slightly soluble in water. The drug, which is 
not readily absorbed from the gastro-intestinal tract and 
is excreted in the stools, was administered either in 100- 
mg. enteric-coated tablets or as a flavoured suspension 
containing 20 mg. per ml. Its use resulted in the elimina- 
tion of single or multiple infections with Trichuris tri- 
chiura, Strongyloides stercoralis, Ascaris lumbricoides, 
and Enterobius vermicularis in the majority of cases 
treated, and in a significant reduction of the worm burden 
in infections with Necator americanus. 

The most effective dosage schedules were found to be 
as follows: (1) Trichuriasis. The administration of 200 
mg. thrice daily for 5 days completely eliminated the 
infection in 31 (97°%) of 32 adult patients. Treatment for 
one, 2, and 3 days at this level produced cure rates of 3%, 
24%, and 77°% respectively in comparable groups of 
patients, with corresponding reductions in total egg 
count amounting to 52%, 88%, and 99°% respectively. 
(2) Ascariasis. Administration of 200 mg. thrice daily 
or 300 mg. twice a day for 5 days completely eliminated 
the infection in 28 (67°%) of 42 patients whose ages ranged 
from 2 to 65 years. There was a 97°%% reduction in the 
total egg count. (3) Strongyloidiasis. Treatment with 
200 mg. thrice daily for 21 days completely eliminated the 
infection in 14 (77%) of 18 adult patients. Cure was 
assessed after treatment by the examination of duodenal 
drainage in addition to stool examination. (4) Entero- 
biasis. A dose of 100 mg. given thrice daily for 5 days 
completely eliminated the infection in a group of 15 boys. 
(5) Hookworm. Administration of 200 mg. thrice daily 
for 10 days to 8 adult patients with heavy hookworm 
infections resulted in a 65°% reduction in egg count, but 
no radical cures. 

The drug was well tolerated by both adults and 
children, the only side-reactions being mild and transient 
diarrhoea in 2 cases and single episodes of vomiting in 
less than 20% of cases. Examination of the urine, blood 
counts, and the results of blood urea nitrogen determina- 
tions and liver function tests revealed no significant 
abnormalities in any of the patients either during or 
after treatment. 

The introduction of dithiazanine represents three im- 
portant advances in anthelminthic therapy. (1) It 


appears to be the first anthelminthic to show broad- 
spectrum activity in human intestinal infections. (2) Its 
therapeutic value in the oral treatment of trichuriasis pro- 
vides an effective and practicable means of cure where 
none existed before. (3) Its efficacy against strongyloi- 
diasis, if confirmed, will considerably enhance the pros- 
pects of cure in this difficult infection. 

[This is an important paper which should be read in the 
original.] J. M. Watson 


51. Ardmore Disease 

W. L. Witson, C. D. Wittiams, S. L. SANDERS, and 
R. P. WARNER. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.] 100, 943-950, Dec., 1957. 
7 refs. 


The authors describe an outbreak of a highly infectious 
disease occurring at the U.S. Air Force base at Ard- 
more, Oklahoma, in the autumn of 1955 which reached 
alarming proportions, as many as 10 new cases being 
reported daily. The disease (referred to as ‘“* Ardmore 
disease ’’) was characterized by upper respiratory infec- 
tion, prolonged malaise, generalized adenopathy, painful 
hepatosplenomegaly, and a pronounced tendency to 
relapse into a chronic illness which might last for several 
months. The original diagnoses included infectious 
mononucleosis, infective hepatitis, and epidemic pleuro- 
dynia; the differential diagnosis was based mainly on the 
absence of jaundice, consistently negative heterophil 
agglutinations, and the absence of afypical lymphocytes. 
The authors consider that the syndrome represents a 
clinical entity which is not new, but which, if occurring 
in sporadic form, may be unrecognized or erroneously 
diagnosed, and that it is probably due to a virus. 

In a series of 63 cases studied more thoroughly the 
most remarkable feature was the fact that although 
there was marked hepatomegaly, the results of liver 
biopsy examination and liver function tests revealed 
only slight hepatic derangement, while the rather mild 
histological changes seen on liver biopsy, and those seen 
in the lymph nodes, were non-specific reactions common 
to a wide variety of systemic diseases. The number of 
relapses was unusual for what was initially apparently a 
benign disease, and the relapses were much more severe 
and more chronic in character than the original disease 
process, no fewer than 42 (679%) of the 63 patients having 
to remain in hospital for over 50 days. Treatment 
consisted in bed rest and a high-protein, high-carbo- 
hydrate diet, with supplemental vitamins. Of the 63 
patients 49 complained of severe lower chest or abdominal 
pain and 43 of myalgia; other symptoms included sore 
throat, headache, nausea and vomiting, and rhinitis; the 
temperature was raised in all cases and was over 100° F. 
(37-8°C.) in 31. The authors conclude by drawing 
attention to the similarity between this outbreak and 
outbreaks reported previously by various authors, par- 


) 

a- 

an 

Le 

R, 

"er 

57. 

ine 

ite, 

ced 

isO- 

to 

ver, 

was 

-ally 

sual 

ntly 

ut of 

nore, 

and 

rove- 

of the 

enital 

imary 

e and | 

-mical 
[The 

ppears 

on, 52 

rue oF 

s con- 

-effects 
in 19 
of the 

testinal 

and 

stations 
of the 

outh or 

pxamide 

has @ 
dies are 
urling 
17 


18 INFECTIOUS DISEASES 


ticularly that described by Chauncey and Zatz (J. Amer. 
med. Ass., 1955, 158, 1013), which also occurred in U.S. 
Air Force personnel. R. G. Meyer 


52. Spread of Staphylococci in a Surgical Ward 

R. A. SHooter, M. A. Situ, J. D. Grirritus, M. E. A. 
Brown, R. E. O. WiILtIAMs, J. E. Rippon, and M. P. 
Jevons. British Medical Journal (Brit. med. J.] 1, 607- 
~ 613, March 15, 1958. 1 fig., 10 refs. 


During an eight-months survey, 311 patients were 
admitted to a general surgical ward and 17 (5-5%) 
developed staphylococcal wound sepsis or some other 
staphylococcal infection (for example, pneumonia, 
urinary infection, enterocolitis) while in the ward. Only 
one of the 8 cases of wound sepsis was attributable to 
infection in the operating theatre. 

The reservoirs of staphylococci in nasal carriers and 
in inanimate objects and the air were examined regularly, 
and staphylococci from all these sources, as well as from 
patients’ wounds, were examined for bacteriophage type. 
Some 186 different types of Staph. aureus were recog- 
nized, but only 13 of these caused disease, and only 3 
were responsible for disease in more than one patient. 
The air and dust sampling revealed 9 occasions when 
staphylococci of a single phage type reached the level of 
0-1 particle per c. ft. (3-5 per cubic metre) of air. These 
9 broadcasts were due to 7 different types of staphylo- 
cocci; the 3 types that were present in the air in the 
greatest numbers failed to cause any manifest secondary 
infections. This, and the fact that there were so many 
types of staphylococci that never caused sepsis, sug- 
gested that some staphylococci were more “ virulent ” 
than others. Several of the staphylococcal broadcasts 
could be attributed to patients with infected lesions who 
were peculiarly apt to disperse, such as an infected tra- 
cheotomy wound, infected urine in an incontinent patient, 
an infected wound requiring very frequent redressing. 

Patients infected with tetracycline-resistant staphylo- 
* cocci were, when possible, barrier-nursed in a side-room. 
This appeared to be effective in limiting the spread of their 
infection. Ten patients (with 4 different types) were 
nursed in isolation, and only one secondary case appeared 
in the ward.—[Authors’ summary.] 


VIRUS DISEASES 


53. The Enanthem of Glandular Fever 
F. I. Camp and P. R. Hot. British Medical Journal 
[Brit. med. J.] 1, 85-87, Jan. 11, 1958. 46 refs. 


Between September, 1955, and May, 1957, at least 200 
patients suspected of having glandular fever (infectious 
mononucleosis) were seen in 5 British military hospitals. 
Of these, 51 had macular, vesicular, or petechial lesions 
on the palate. The final diagnosis was based on the 
presence in the blood of the characteristic atypical mono- 
nuclear cells first described by Downey and McKinlay 
in 1923-and a; positive Paul—Bunnell reaction in a titre 
of atleast 1:80.by the Davidsohn absorption technique. 
At least- one. -film was examined and one Paul- 


Bunnell, test. performed in. 45 of the 51 cases, and both 


gave negative results in 10. Of the remainder, in 23 


both serological and haematological tests gave positive 
results and in 5 the Paul—Bunnell reaction was positive, 
though the characteristic cells were not seen, the diagnosis 
being regarded as proved in these 28 cases; in 7 cases, in 
which haematological evidence was present but the sero- 
logical reaction was negative, the diagnosis was con- 
sidered to be “‘ possible ”’. 

The palatal lesions were of five types. (1) Petechiae— 
purple, irregular lesions 1 to 2 mm. across, usually at the 
junction of the hard and soft palates; they numbered 1 
to 50 and occurred singly or in groups, appearing between 
the 1st and 26th days of illness; their presence bore 
no relationship to the severity of illness and they usually 
disappeared after 3 to 4 days (20 proved or possible cases, 
13 others). (2) Red macules—3 to 4 mm. across, occur- 
ring alone or with petechiae anywhere on the palate be- 
tween the Ist and 14th days of illness (3 proved or possible 
cases, 3 others). (3) Linear macules—pink, | mm. across 
and 6 to 8 mm. long, sometimes radially arranged and 
occurring alone or with petechiae or red macules between 
the 7th and 18th days (2 proved or possible cases, one 
other). (4) White macules with petechiae, as described 
by Leibowitz (2 proved or possible cases). (5) Vesicular 
lesions with petechiae and erythematous surround (one 
case, in which the results of both tests were negative). 

These findings are discussed in the light of previous 
similar observations. The authors consider that the 
presence of palatal petechiae constitutes strong clinical 
evidence of glandular fever if rubella can be excluded. 

[This is a useful paper; in the opinion of the abstracter, 
however, the rash of glandular fever is probably not a 
specific one.] I. M. Librach 


54. Poliomyelitis: Problems in Pathogenesis and Im- 
munization 

D. M. HorstMANN. Yale Journal of Biology and Medi- 
cine [ Yale J. Biol. Med.| 30, 81-100, Nov., 1957. 5 figs., 
45 refs. 


From a review of current concepts regarding the patho- 
genesis of poliomyelitis the author concludes that it is 
generally agreed that the infection is an extraneural 
one and that the portal of entry is the alimentary tract, 
the ileum being more susceptible than the. throat in man, 
while the reverse is true in monkeys and chimpanzees. 
At Yale University School of Medicine a study was 
made of the response to ingestion of an attenuated strain 
of poliomyelitis virus in 10 children with naturally 
acquired immunity (Group N) and 10 comparably aged 
children with vaccine-induced immunity (Group VY). 
(Later it was discovered that one child in Group N was 
in fact fully susceptible and reacted with a primary 
infection.) Serum antibody titres were generally low in 
Group V. Both groups were given a dose of 107 
TCDso of the attertuated L-SC Type-1 strain of polio- 
myelitis virus, either in a capsule or in liquid form in 
Of the 20 children, 13 (65%) became infected, as 
evidenced by excretion of the virus and a significant rise 
in antibody level, these including 2 in Group N and all 
of the 10 in-Group V, together with the susceptible child. 
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None of the 7 children given the virus enclosed in capsules 
“* excreted virus in the throat ”’, but positive throat swabs 
were demonstrated in 6 out of the 7 in Group V who were 


given the virus in liquid form. It was noted that the 
excretion of virus in the faeces was much more regular 
and continued much longer in Group V than in Group 
N and that both the neutralizing and complement-fixing 
antibody levels rose. 

Among 49 close contacts of these children the infection 
spread to one (3%) of the 36 who were naturally immune, 
but to 12 (92%) of the 13 who had received vaccine. 
The incubation period was very short, probably 2 or 3 
days, since in 7 days or less 2 human passages were 
found to have occurred. Among those individuals in 
whom the serum levels of antibody to Type 1 were com- 
parable (that is, in the titre range 1:32 to 1:64), 2 out of 
15 naturally immune subjects and 8 out of 8 vaccinated 
subjects became infected. The study appears to confirm 
that naturally acquired immunity is greater and more 
lasting than vaccine-induced immunity, and also that 
some factor other than antibody level—probably some 
type of tissue barrier—is involved in limiting the infec- 
tive process and preventing its spread to the central 
nervous system. A. Ackroyd 


55. The Incidence of Infection with Poliovirus and 
Other Viruses in Cases of Aseptic Meningitis (‘‘ Non- 
paralytic Poliomyelitis ’’) in Sheffield in 1954 

D. A. J. TyrrRELL, D. BALDucci, B. SNELL, and T. E. 
ZAIMAN. Journal of Hygiene [J. Hyg. (Lond.)| 55, 457- 
463, Dec., 1957. 24 refs. 


The authors point out that when poliomyelitis is 
prevalent there is a natural tendency to make a diagnosis 
of “ non-paralytic poliomyelitis” in cases which later 
turn out to be aseptic meningitis. In this paper from 
the Virus Research Laboratory of the University of 
Sheffield they report the results of a virological investi- 
gation of 24 cases of aseptic meningitis and, as a control, 
of 16 cases of paralytic poliomyelitis, the aim being to 
discover what viruses cause aseptic meningitis. Two 
faecal specimens from each patient, collected within a 
few days of admission to hospital, were inoculated into 
monkey kidney tissue cultures and, in cases negative 
for poliomyelitis virus, also into cultures of rabbit kidney, 
human kidney, and HeLa cells. Blood samples for sero- 
logical tests were withdrawn on admission and again 2 
and 4 weeks later. 

An unidentified virus was isolated from one case of 
aseptic meningitis. Poliomyelitis virus was isolated from 
13 of the 16 patients with paralytic poliomyelitis and 
from 3 of the 24 patients with aseptic meningitis. Sero- 
logical evidence of poliomyelitis infection (a rising anti- 
body titre) was obtained in 2 further cases of paralytic 
poliomyelitis and in 6 additional cases of aseptic menin- 
gitis. Serological evidence was also obtained of infec- 
tion with Coxsackie virus in 4 of the 24 cases of aseptic 
meningitis; however, 5 of the 16 cases of paralytic polio- 
myelitis also gave serological evidence of Coxsackie- 
virus infection. None of the cases appeared to be due 
to Columbia SK virus or related viruses, or to the virus 
of lymphocytic choriomeningitis. The inoculation of 


the cerebrospinal fluid from 18 patients into tissue cul- 
tures gave only negative results. It is suggested that a 
diagnosis of non-paralytic poliomyelitis is justified in 
only about 50% of cases of aseptic meningitis. 

Joyce Wright 


_ 56. Aseptic Meningitis Due to Infection with ECHO 


Virus (Type 9) 

D. M. McLEAN and D. Cameron. Journal of Hygiene 
[J. Hyg. (Lond.)] 55, 464-474, Dec., 1957. 2 figs., 
17 refs. 


The authors describe a small outbreak of aseptic menin- 
gitis which occurred in Bourn, a Cambridgeshire village, 
during October and November, 1955. The patients were 
admitted to Brookfields Hospital, Cambridge, and the 
virological investigations were carried out in the Depart- 
ment of Pathology of the University. In the 8 initial 
cases the patients were all members of 4 overcrowded 
families living in the village, while of the other 3 patients, 
2 were nurses who developed the disease 8 and 9 days 
respectively after contact with these cases, and the 3rd 
was the husband of one of the nurses, who became ill 11 
days after his wife. The majority of the patients were 
between 10 and 30 years of age. 

Identical strains of a virus were isolated from the faeces 
of 2 patients by means of culture on human amnion 
tissue, and by monkey kidney tissue culture from the 
faeces of 2 others. Faecal samples from 6 other patients, 
examined by human amnion culture, gave negative results. 
The same virus was also isolated from a symptomless 
contact. The cytopathic changes in the tissue cultures 
were indistinguishable from those caused by the virus of 
poliomyelitis. However, negative results were obtained 
following inoculation of the virus into HeLa-cell cultures 
and into the yolk sac or on the chorio-allantoic membrane 
of hen eggs. Intracerebral injection of the virus caused 
weakness and paralysis in newborn mice, but not in mice 
3 to 4 weeks old. By serological methods, which are 
described, the virus was identified as E.C.H.O. virus 
Type 9. Examination of paired serum samples, one taken 
2 to 7 days and the other 13 to 20 days after the onset 
of the illness, showed in 7 cases a 5-fold or greater 
increase in neutralizing antibody titre; in the other 4 
cases there was an initial titre of 1:250 or more and no 
increase occurred. Of sera from 14 family contacts 
examined 23 days after the appearance of the first case, _ 
8 showed a titre of 1:50 or greater, 2 a titre of 1:10, and 
4 contained no antibody; 20 days later 2 of these indi- 
viduals, one of whom had meanwhile been shown to be 
a symptomless carrier, had detectable antibody in the 
serum. Clinical particulars are given of the cases, 
together with laboratory findings in respect of the blood 
and cerebrospinal fluid. Joyce Wright 


57. Aseptic Meningitis Caused by ECHO Virus 
O. LAHELLE. Journal of Hygiene [J. Hyg. (Lond.)] 55, 
475-484, Dec., 1957. 14 refs. 

The author reports the results of a clinical and viro- 
logical investigation of 98 cases of aseptic meningitis 
carried out at the Institute of Bacteriology, University of 
Oslo, during the autumn of 1955. The disease was 
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20 INFECTIOUS DISEASES 


found to be much more common than in previous years, 
the increase being apparently due to the appearance of 
infections due to E.C.H.O. virus. The clinical observa- 
tions made on these patients are reported in some detail. 
Faecal specimens from all 98 cases were inoculated into 
cultures of human amnion or human embryo skin- 
muscle tissue (or both). E.C.H.O. virus Type 6 was iso- 
lated in 48 cases and poliomyelitis virus in 12. Similar 
cultures of cerebrospinal fluid from 21 of the patients 
yielded 6 strains of E.C.H.O. virus Type 6, and throat 
washings from 13 patients yielded 4 strains. It was 
noted that in patients with infection due to E.C.H.O. 
virus Type 6 the serum obtained within 5 days of onset 
of aseptic meningitis usually showed a low neutralizing 
antibody titre, but in further specimens taken 14 or more 
days later a considerably raised type-specific antibody 
titre was found. 

Of 37 patients with paralytic poliomyelitis investigated 
at the same time, poliomyelitis virus was isolated from 
the faeces of 22, but from none was an E.C.H.O. virus 
isolated. Of 12 paired (early and late) specimens of 
serum from the cases of paralytic poliomyelitis, 9 pairs 
showed no antibodies (or a trace only) against E.C.H.O. 
virus Type 6, while 2 showed a high level in both samples ; 
in the paired sera from the remaining case there was a 
slight late rise in antibody titre. Joyce Wright 


58. Isolation of ECHO Virus Type 9 from Cerebro- 
spinal Fluids 

A. GODTFREDSEN and H. voN MaGnus. Danish Medical 
Bulletin [Dan. med. Bull.] 4, 233-236, Dec., 1957. 10 
refs. 


At the State Serum Institute, Copenhagen, all samples 
of cerebrospinal fluid (C.S.F.) received for diagnostic 
bacteriological examination between October 30 and 
December 17, 1956, were examined for E.C.H.O., polio- 
myelitis, and Coxsackie viruses by inoculation into 
monkey kidney tissue cultures which were examined 
for cytopathic changes 5, 9, and 14 days thereafter. Of 
104 samples of C.S.F. from patients admitted to hospital 
with aseptic meningitis or non-paralytic poliomyelitis, 21 
induced cytopathic changes. The ages of these patients 
ranged from 3 to 32 years. No cytopathogenic agent 
was isolated from the C.S.F. of 29 patients suffering 
from other diseases or of 14 for whom no clinical 
information was available. 

“Infectivity titrations” of the 21 cytopathogenic 
agents were made in tissue cultures and were found to 
range from 10-37 to 10-7°5 Neutralization tests per- 
formed in tissue cultures showed that none of the 21 
agents was neutralized by pooled hyperimmune sera to 
poliomyelitis virus Types 1, 2, and 3. Tests with anti- 
sera to E.C.H.O. virus Types 1 to 14 showed that 3 of the 
agents were neutralized by antiserum to E.C.H.O. virus 
Type 9, but by none other. The remaining 18 agents 
were tested only with antiserum to E.C.H.O. virus Type 9 
and all were neutralized by it. The injection of first- 
passage tissue culture fluid from 10 of the 21 agents 
produced paralysis in suckling mice; the remaining 11 
agents, however, were not pathogenic even after 5 pas- 
sages in tissue culture. 


Paired samples of serum in the acute and convalescent 
phases obtained from 14 of the patients were tested for 
neutralizing antibody against the virus isolated from the 
individual patient. In 13 instances there was a rise in 


antibody titre, while in one there was a high and identical 


titre in both samples. . The authors conclude from their 
findings that E.C.H.O. virus Type 9 was the aetiological 
factor in the cases of lymphocytic meningitis occurring in 
Denmark in 1956. Joyce Wright 


59. Control of Artificial Respiration in Poliomyelitis — 


Patients with Paralysis of Swallowing 
R. V. WALLEY. Lancet [Lancet] 2, 1143-1145, Dec. 7, 
1957. 2 figs., 12 refs. 


Patients with bulbar poliomyelitis complicated by 
respiratory failure may also develop failure of swallowing, 
leading to obstruction of the airway with collapse of the 
lung or bronchial spasm even after tracheotomy has been 
performed. In his experience at Ham Green Hospital, 
Bristol, with the use of positive-pressure respiration in 
these cases the author has found that clinical assessment 
of their condition is not sufficient, and in 9 recent cases 
of this type spirometry, blood gas analysis, estimation of 
end-tidal carbon dioxide concentration, and radiography 
were employed. The tidal air and respiration rate 
were also measured and compared with the values pre- 
dicted from Radford’s nomogram. The pH of the 
arterial blood was determined with a Cambridge pH 
meter, and the total CO2 content was estimated by the 
Van Slyke manometric method, the CO2 tension (pCO) 
being calculated from the Henderson—Hesselbach equa- 
tion; the oxygen saturation was estimated in a Kipp 
oximeter. End-tidal samples were obtained by drawing 
off 5 to 8 ml. of air from the trachea at the end of each 
expiration until 100 to 150 ml. was collected for measure- 
ment, which was performed in a simple soda-lime absorp- 
tion apparatus. Chest radiographs were taken daily for 
the first few days. 

When there was gross collapse of the lungs (as occurred 
in 4 cases), spirometry showed that satisfactory ventila- 
tion could be obtained only with minute volumes greatly 
in excess of those predicted by the nomogram; in these 
conditions a nearly normal arterial pCO could be 
maintained, although the pH and total CO, content 
varied greatly. Even with additional oxygen the O2 
saturation was slightly depressed in these cases. In 
all 4 cases the end-tidal pCO. was lower than the 
arterial pCO2. When the lungs were extensively col- 
lapsed or there was bronchial spasm a pressure of 25 
to 30 cm. H2O was required during inflation, compared 
with 8 to 14 cm. in the normal subject. In these 4 cases 
there were no definite clinical signs of underventilation. 
Chest radiographs often showed slight or moderate 
collapse of the lung which was not detectable on clinical 
examination. 

The author concludes that if the lungs are radio- 
graphically normal determination of end-tidal CO2 con- 
centration and spirometry are sufficiently accurate 
methods of assessing respiratory sufficiency, but when 
there is collapse of the lungs blood-gas analysis is the 
only accurate method. D. D. C. Howat 
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60. Prolonged Chemotherapy in Tuberculosis. (Anu- 
XMMMOTepanua Ty6epKynese) 

N. A. Smetev and Z. N. Savrova. Ty5ep- 
xyfe3a [Probl. Tuberk.] 35, 50-55, No. 7, 1957. 


In this report the authors present the results of chemo- 
therapy in 572 patients with pulmonary tuberculosis of 
the nodular, infiltrative, or ulcerative type or with miliary 
tuberculosis. They consider that by the use of pro- 
longed treatment with antibiotics it is possible to produce 
clinical cure in recent forms of pulmonary tuberculosis, 
and also that the effectiveness of such treatment depends 
directly on its duration. Thus considerable improvement 
was obtained after 3 months’ treatment in 32-3°%% of 
cases, after 3 to 6 months’ treatment in 72:5°%, and after 
6 to 9 months’ treatment in 83-1°% of cases. The fre- 
quency of relapse was also related to the duration of 
treatment, for relapse occurred in 20-8% of cases treated 
for less than 3 months, but in only 6-1°% of cases treated 
for 6 to 9 months. 

They point out that although chemotherapy cannot 
always be given uninterruptedly for prolonged periods, 
good results can nevertheless be obtained by giving 
repeated courses of treatment. Basil Haigh 


61. The Treatment of Early Primary Tuberculosis in 
Children with Isoniazid and PAS. (Jlevenne brusa- 
IIACK B paHHem nepuone Ty6ep- 
HHPeKUMH) 

N. I. Tricus. /7poéaeme Tydepxyaesa 
Tuberk.) 35, 60-66, No. 7, 1957. 15 refs. 


In this paper are described the results of the clinical 
and radiographical examination of 368 children aged 
from 3 to 12 years who were in the early stage of primary 
tuberculosis and had been under observation since 1952 
in the out-patient department of the Tuberculosis Institute 
of the Academy of Medical Sciences, Moscow. The 
results obtained with antibacterial treatment (isoniazid 
combined with PAS, or isoniazid alone) are compared 
with those of sanatorium treatment. The author con- 
siders that combined treatment of children showing 
marked functional disturbances during the primary stage 
of infection, including the administration of isoniazid 
and PAS for at least 3 months, is more effective than the 
use of isoniazid alone or sanatorium treatment alone. 
He found that in children treated by sanatorium methods 
alone the development of marked local lesions and of 
chronic tuberculosis occurred 5 to 7 times more often 
than in children treated with antituberculous drugs. 

Basil Haigh 


[Probl. 


62. Miliary Tuberculosis. A Review of Sixty-eight 
Adult Patients Admitted to a Municipal General Hospital 
J. P. Brent. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 77, 605-622, 
April, 1958. 3 figs., 21 refs. 
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63. U.S. Veterans Administration—Armed Forces Co- 
operative Studies of Tuberculosis. VI. Survival among 
Patients with Miliary and Meningeal Tuberculosis (1948— 
1955) 

J. H. WiLtiaMs. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.| 76, 360-369, 
Sept., 1957. 4 figs., 5 refs. 


The survival rate for 772 patients with miliary, menin- 
geal, or miliary and meningeal tuberculosis treated in 
hospitals participating in the Veterans Administration— 
Armed Forces Cooperative Study of the Chemotherapy 
of Tuberculosis was determined for different types of anti- 
microbial agents, including isoniazid—streptomycin, most 
often with PAS in addition. Since the introduction of 
isoniazid in 1952, the estimated survival rate at 2 years 
after the start of therapy for miliary tuberculosis was 
95°%; for meningeal tuberculosis, 80°%; and for miliary 
and meningeal tuberculosis, 77%. The addition of 
isoniazid to the therapy of miliary tuberculosis has been 
effective in lowering the incidence of meningitis among 
patients with miliary tuberculosis. Increasing age de- 
creased the probability of survival for miliary and menin- 
gitic patients. The incidence of miliary and of meningeal 
tuberculosis was higher among non-whites than among 
whites. This was evidenced by the fact that, while non- 
whites constitute approximately one-tenth of the veteran 
population, nearly one-half of the patients reported in 
the present study were non-white veterans. However, 
race was not an important consideration in the survival 
of treated patients. 

Premature or irregular discharge resulted in an increase 
in the probability of death among patients with tubercu- 
lous meningitis —[Author’s summary. ] 


64. The Detection of Tuberculosis Lesions of Bone in 
the Early Stage of Primary Tuberculous Infection of 
Children and Adolescents. (O sbinpneHHH KOCTHOrO 
Ty6epKynesa B paHHeM nepHome Ty6ep- 
Kyne3HoH y MOMpOcTKoB) 

M. A. SpeRANTOVA. Tydepxyaesa [Probl. 
Tuberk.] 35, 55-60, No. 7, 1957., 3 figs. 


The results of the clinical, radiographical, and tomo- 
graphical examination of the skeletal system of children 
and adolescents in the earliest stage of primary tuber- 
culosis are reported. In 51 out of 131 children examined 
the author observed either localized areas of clearly 
demarcated osteoporosis or areas of confused bony 
structure in the long bones which, she suggests, were the 
result of dissemination of the tuberculous infection 
throughout the body. She found that antituberculous 
chemotherapy, if instituted early enough, brought about 
restoration of the normal bone structure, thus proving 
its value in the early stages of primary tuberculosis and 
also the specific nature of the bony lesions. (It is empha- 
sized that this is a preliminary report and that further 
work is proceeding.) Basil Haigh 
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DIAGNOSIS AND PROPHYLAXIS 


65. The B.C.G. Test d’accompagnement. Definition, 
Significance, and Practical Application. (Le BCG test 
d’accompagnement. Définition, signification, applica- 
tions pratiques) 

FE. BERNARD, —. Cros-DecaM, and —. Le Jousioux. 
Presse médicale [Press méd.] 65, 1547-1550, Sept. 28, 
1957. Bibliography. 

When a small dose of killed B.C.G. organisms is in- 
jected intradermally—the B.C.G. test—in a person not 
infected with the tubercle bacillus, a small, raised, ery- 
thematous reaction appears within 24 to 48 hours and 
fades within 7 days. In an infected person, however, the 
reaction to this test differs in that it does not reach a 
maximum for 3 to 5 days and exhibits vesiculation and 
ulceration 2 to 15 days later, while complete healing may 
not take place for a month or more. 

At the Hépital Laénnec, Paris, observations on 92 
infants showed that when a B.C.G. test was given at the 
same time or shortly before B.C.G. vaccination the reac- 
tion to the B.C.G. test was retarded, so that it appeared 
about the same time as the vaccination reaction, that is, 
after 22 to 72 days, and had much the same character- 
istics; it is this phenomenon which the authors term 
the B.C.G. test d’accompagnement. In most of the 
authors’ cases the reaction d’accompagnement appeared 
before or at the same time as the first positive reaction 
to the tuberculin test. However, the correlation between 
the intensity of the tuberculin reaction and that of the 
B.C.G. test was not complete. Of 5 unvaccinated 
infants who were given a B.C.G. test shortly after their 
exposure to tuberculous infection, a positive reaction was 
observed in all after intervals ranging from 20 to 35 days. 

T. M. Pollock 


66. BCG Vaccination in Birmingham 
W. L. Gorpon. Medical Officer [Med. Offr] 98, 249- 
251, Nov. 1, 1957. 


B.C.G. vaccination was started in Birmingham in 1949 
and was at first limited to contacts, the number vaccinated 
in succeeding years rising from about 200 in 1950 to 
more than 1,300 in 1956. Infants under 12 days old 
are not tuberculin tested before vaccination. Originally 
the older contacts were given a preliminary jelly patch 
test before a Mantoux test with 10 t.u.; in 1955 the Heaf 
test replaced the jelly as a preliminary procedure. In 
1956 the routine annual post-vaccination Mantoux 
test and chest x-ray examination were discontinued, 
and a two-stage Mantoux test with 10 and 100 t.u. was 
carried out 3 months after vaccination. Subjects nega- 
tive to the 100-t.u. post-vaccination test were re-vaccin- 
ated. Since 1954 P.P.D. has been used instead of old 
tuberculin. 

In 1954 vaccination of 13-year-old school-children 
was begun. The acceptance rate has been satisfactory 
—between 75% and 83%. The children are given a 
Mantoux test with 10 t.u., the test being repeated with 
100 t.u. when the reaction is doubtful. Sample testing 
of 10°% of the vaccinated children is carried out after 
one year. The number of children vaccinated was over 


TUBERCULOSIS 


9,000 in 1954 and about 13,000 in 1956. The percentage 
of tuberculin-positive children declined from 18 in 1954 
to 13 in 1956. Children who are strongly tuberculin- 


positive are subjected to x-ray examination of the chest; - 


about 2°% have been found to have active tuberculosis. 

Tuberculous meningitis developed in 2 vaccinated 

contacts and tuberculosis of other organs in 6 similar 

contacts. There were 4 cases of pulmonary tuberculosis 

among the vaccinated school-children. Complications 

of vaccination have been few, and none has been serious. 
T. M. Pollock 


67. The Detection of Adult Tuberculosis by the Tuber- 
culin Testing of School Entrants 

H. G. CaLweLit. Medical Officer [Med. Offr| 98, 251- 
252, Nov. 1, 1957. 4 refs. 


During 1956 an attempt was made in Belfast to detect 
cases of adult tuberculosis by chest x-ray examination of 
the contacts of all tuberculin-positive school entrants. 
The children, aged 4 to 7 years, were subjected to the 
Heaf test at their first school medical examination, 3-9% 
being tuberculin-positive. It is of interest that a tuber- 
culin survey in 1950 showed that about 25% of children 
at Belfast schools were tuberculin-positive at the first 
medical examination. 

Of the 221 children who were tuberculin-positive as a 
result of a natural infection, 153 attended for x-ray 
examination of the chest. In 4 of these there was an 
active primary complex, and a further 8 required observa- 
tion. Only 61% of the adult family contacts of the 153 
children attended for x-ray examination, and among 
these there were 2 new cases of tuberculosis—0-08% of 
those examined, or one case of adult tuberculosis per 
2,689 children tuberculin tested. T. M. Pollock 


68. The Results of Anti-tuberculosis Work in Moscow 
during the Past 40 Years. (Hexoropsie utoru 
c Ty6epKymesom B Mocxse 3a 40 ner) 
I. D. Zastavsku. J/7podsemu Tydepxyaesa [Probl. 
Tuberk.| 35, 7-13, No. 7, 1957. 6 figs. 


Administratively, the main developments in measures 
against tuberculosis in Moscow during the past 40 years 
have been an increase in the number of dispensaries with 
medical and nursing staff, and recently the introduction 
of tuberculosis departments in general polyclinics, which 
are superseding the specialized units. A demand for 
more beds still exists, however, and accommodation for 
2,300 patients is under construction at present. Mass 
prophylactic examination has been in operation in the 
city since 1945. Originally fluoroscopy was the method 
used, but more recently this has been replaced by 
fluorography. Courses of lectures for general prac- 
titioners and paediatricians have been organized to keep 
them abreast of developments in tuberculosis; more 
than 1,000 doctors attend these courses each year. 
Vaccination of newborn babies with B.C.G., together 
with revaccination, has been used on a large scale since 
1938, and was made universal in 1939. Revaccination is 
available to all persons up to the age of 30 years. 

Changes in the surgical treatment of pulmonary tuber- 
culosis are shown by graphs and by numerical data. 
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Artificial pneumothorax was induced in 63°% of sputum- 
positive patients in 1953; although this proportion has 
since fallen as the result of the wider use of surgery and 
antibiotics, there has been a corresponding increase in its 
effectiveness from 20% in the period 1935-8 to 85-5% 
in 1956. Antibiotics were used in the treatment of 92°% 
of all cases of infiltrative or destructive pulmonary 


tuberculosis in 1953. The introduction of the latest 


surgical techniques is described and data are given to 
show the changes in the incidence of active, open, and 
fibro-cavernous tuberculosis, tuberculous meningitis, and 
intestinal and bone-and-joint tuberculosis. The changes 
in mortality and the results of treatment, such as inactivity 
of the disease in adults and children and sputum conver- 
sion rates, are quoted as percentages of the 1940 rates. 
Basil Haigh 


59. Vaccination against Tuberculosis in the U.S.S.R. 
(Bonpocst BakunHaunu B CCCP) 

K. P. Berxos. Tydepxyaeza 
Tuberk.] 35, 14-20, No. 7, 1957. 


Since 1925, when the first strains of B.C.G. were 
received direct from Calmette in France, work has been 
undertaken in the U.S.S.R. to investigate the different 
aspects of antituberculosis vaccination. Careful examin- 
ation of the absence of toxicity of the B.C.G. vaccine, and 
of its effectiveness by different methods of administration 
‘enteral, cutaneous, subcutaneous, and intracutaneous) 
and in different doses has been made. The problems 
of the particular features of the vaccination process and 
the development of changes in various organs and systems 
‘m sensitized and non-sensitized persons have been 
studied, the object of this work being to ascertain the 
value of B.C.G. vaccination not only for prophylaxis, 
out also for treatment of the various types of tuberculosis 
in children and adults. The vaccine itself has been im- 
proved and its period of potency has been lengthened. 
Also other vaccines for use in the prevention of tuber- 
culosis have been the subject of research. 

The results have shown the value of B.C.G. vaccina- 
tion. A considerable reduction in incidence of tuber- 
culosis has been brought about in vaccinated persons; 
thus the incidence among pre-school children is now 5 to 
6 times, in school-children and adolescents 6 to 7 times, 
and in young adults 9 times less than among correspond- 
ing groups of non-vaccinated persons. Moreover, 
among vaccinated subjects the disease itself runs a more 
benign course. 

The author states that in children the destructive types 
of lesion and the generalized forms of tuberculosis have 
entirely disappeared. Basil Haigh 


70. Prophylactic Effects of Isoniazid on Primary Tuber- 
culosis in Children. A Preliminary Report 

A UNITED States HEALTH SERVICE TUBERCULOSIS 
PROPHYLAXIS TRIAL. American Review of Tuberculosis 
and Pulmonary Diseases [Amer. Rev. Tuberc.] 76, 942-963, 
Dec., 1957. 4 figs., 5 refs. 


This preliminary report presents some early results of 
an investigation begun in January, 1955, under the 
auspices of the U.S. Public Health Service at 21 paediatric 


clinics in the U.S.A., Mexico City, Puerto Rico, and 
Toronto, into the value of isoniazid in infants and 
children with positive tuberculin reactions, and was 
particularly designed to assess the value of isoniazid in 
preventing the complications of asymptomatic primary 
tuberculosis, all children with clinical tuberculosis being 
excluded. The trial included all those who gave a 
positive reaction to 5 t.u. and who, if over 3 years of 
age, also showed radiological evidence of primary infec- 
tion or were known to have recently undergone tuberculin _ 
conversion. 

Of 2,750 children under observation, 1,394 received 
isoniazid (4 to 6 mg. per kg. body weight per day) and 
1,356 were given placebos. By June 30, 1957, 1,833 
children had been treated for over 12 months. During 
this time serious extrapulmonary complications occurred 
in 5 of the isoniazid-treated children and in 26 of the 
controls, suggesting that isoniazid had prevented 80% of 
the complications of childhood tuberculosis in the group 
under investigation. In the untreated children the com- 
plication rates for infants less than one year old were as 
follows: 33 per 1,000 when the chest x-ray findings were 
normal, 100 per 1,000 when the radiographs showed hilar 
involvement, and 182 per 1,000 when there was paren- 
chymal involvement. Children between the ages of one 
and 6 years were at little risk if their initial chest radio- 
graphs were clear. Although only about two-fifths 
(1,150) of the children have been observed for 18 months 
there is no indication that isoniazid acts only by delaying 
the onset of complications, for between the 12th and 18th 
months there were only 2 cases with complications among 
576 children in the treated group and 3 cases among the 
574 controls. The trial continues. Wilfrid Gaisford 


RESPIRATORY TUBERCULOSIS 


71. The Oxygen Content of the Blood in Different 
Forms of Tuberculosis of the Lungs. ([‘asospnii cocras 
KPOBH dopmax Ty6epKyse3a 
T. N. Kutanova. /7podsemu Tydepxynesa [Probl. 
Tuberk.] 35, 33-37, No. 8, 1957. 13 refs. 


The author has determined the oxygen content of the 
blood of 81 patients with different forms of pulmonary 
tuberculosis, including 40 with infiltrative, 20 with local- 
ized disseminated, and 21 with fibro-cavernous disease. 
All the patients were suffering from a mild degree of . 
anaemia, the haemoglobin content of the blood ranging 
from 70 to 90% (11-4 to 14:3 g. per 100 ml.). Gas 
analysis of the blood of these patients during a flare-up 
of the disease showed the oxygen content of arterial 
blood in most cases to be between 14 and 16 vol.%. In 
patients with the infiltrative and especially the fibro- 
cavernous forms of tuberculosis the oxygen content of 
venous blood was 7 to 8 vol.9%, and in some cases even 
less than this. The oxygen capacity in most cases ranged 
from 15-3 to 19-3 vol.%. 

It is concluded that in the majority of these patients 
there was definite “ oxygen starvation ’’, especially in 
those with the fibro-cavernous form of pulmonary 
tuberculosis. H. W. Swann 
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72. The Treatment of Pulmonary Tuberculosis at Work: 
a Controlled Trial 

AN INTERIM REPORT BY THE RESEARCH COMMITTEE OF 
THE TUBERCULOSIS SociETY OF SCOTLAND. Tubercle 
[Tubercle] 38, 375-381, Dec., 1957. 2 figs., 10 refs. 


In 1954 the Research Committee of the Tuberculosis 
Society of Scotland decided to carry out an investigation 
into the practicability of treating patients with mild and 
uninfectious pulmonary tuberculosis without interrupting 
their work. Accordingly a trial was started in which a 
series of such patients received a uniform course of 
chemotherapy, but were divided into two groups, the 
members of one being treated with bed rest and the mem- 
bers of the other being allowed to continue at work. 
This preliminary communication reports the results up 


to April, 1957, when all the patients had been observed | 


for at least 6 months and many for 2 years or more. 
The cases were selected by individual clinicians working 
in a number of different centres according to agreed 
criteria and allocated to the groups according to a pre- 
pared list, based on random numbers, held by a central 
secretary. After the withdrawal of 12 cases for a 
variety of reasons the numbers remaining for analysis 
were 49 treated with bed rest and 54 treated at work, 
both groups being closely similar in respect of age, sex, 
occupation, bacteriological state, and radiological classifi- 
cation. It is held that the interim results [for details 
of which the original paper should be consulted] indi- 
cate that, with suitable chemotherapy (5 g. of sodium 
PAS plus 100 mg. of isoniazid twice daily), patients with 
the less severe forms of pulmonary tuberculosis who are 
allowed to remain at work do as well as those treated 
conventionally with bed rest. At the same time it is 
stressed that treatment of pulmonary tuberculosis at work 
is not to be undertaken lightly, and should be confined 
to highly cooperative patients with mild disease who are 
unlikely to be a source of danger to their fellows and 
who can be closely supervised. Norman F. Smith 


73. On Action of 5-Bromosalicylhydroxamic Acid against 
Drug Resistance in Tuberculosis 

S. HorNUNG, F. AmMATtowicz, Z. Bropa, Z. NECIUK- 
SZCZERBINSKI, E. PARYSKI, M. POLONCzYK, and T. RAPF. 
British Journal of Tuberculosis and Diseases of the Chest 
[Brit. J. Tuberc.] 52, 19-25, Jan., 1958. 18 refs. 


A trial of 5-bromosalicylhydroxamic acid (T40) com- 
bined with isoniazid in the treatment of pulmonary 
tuberculosis is reported in this paper from the Research 
Council of the Tuberculosis Institute, Warsaw. One 
group of 119 patients received 0-3 g. of isoniazid with 
3 g. of T40 daily, while a second group of 48 patients 
received 0-3 g. of isoniazid with 10 g. of PAS daily, the 
drugs in both groups being given by mouth. The dura- 
tion of treatment was 3 months. Before treatment the 
organisms in 75 cases in the former group and 24 in the 
latter were fully sensitive t6 isoniazid; after treatment 
the organisms in 40 (53-3°%%) and 14 (58-3°%) of these 
cases respectively remained sensitive to isoniazid. The 
authors state that the sensitivity figure for the group 
given T40 and isoniazid compares favourably with the 
figure of 20-4% at 3 months for isoniazid alone in 


TUBERCULOSIS 
the Medical Research Council trial (Lancet, 1953, 2, 


217; Abstr. Wid Med., 1954, 15, 117). [The M.R.C. 
criterion for resistance was 0-2 wg. per ml. compared 


with 0-5 yg. per ml. in the Warsaw series.] It is | 


claimed that T40 is superior to PAS, which is less well 
tolerated and more expensive. I. Ansell 


74. Clinical Implications of Isoniazid Blood Levels in 
Pulmonary Tuberculosis : 
R. S. MitTcHELt and J. C. Bett. New England Journal 


of Medicine [New Engl. J. Med. 257, 1066-1070, Nov. 28, 


1957. 4 figs., 16 refs. 


In this paper from the Colorado Foundation for Re- 
search in Tuberculosis, Denver, a study is reported of 
the serum isoniazid levels after a test dose of the drug 
in 226 adults, the majority of whom had far-advanced 
active cavitary pulmonary tuberculosis. A single dose 
of 4 mg. of isoniazid per kg. body weight was given with 
4 g. of PAS, serum isoniazid levels being determined by 
bioassay after 2 and 6 hours. In approximately two- 
fifths of the patients there was a level at 6 hours of less 
than 0-8 yg. per ml. and in one-third the level at 6 hours 
was less than 0:4 yg. per ml. The pattern of isoniazid 
inactivation in adults bore no relationship to the age or 
sex of the patient, the character or extent of the disease, 
or the presence of other diseases such as cirrhosis, dia- 
betes, renal insufficiency, silicosis, or emphysema. After 
6 months or more of isoniazid therapy viable tubercle 
bacilli were recovered from 48 patients, the organisms in 
7 of them still being susceptible to isoniazid. Serum 
isoniazid levels in 5 of these patients were quite low in 
comparison with those in most of the remaining 41 
patients with resistant organisms. The authors consider 
that serum levels of biologically active isoniazid show 
some correlation with the bacteriological response, and 
they recommend that the dosage of the drug should be 
adjusted to achieve serum levels, on bioassay, of at 
least 3-2 wg. per ml. at 2 and 0-8 yg. per ml. at 6 hours 
after the test dose. I. Ansell 


75. Loss of Virulence for Experimental Animals in 
Tubercle Bacilli from Cases Treated with Isoniazid and 
Its Relation to the Clinical Picture of Pulmonary Tuber- 
culosis in Man. (Tierexperimentelle Virulenzschadigung 
von Tuberkelbakterien unter Isonicotinsdurehydrazid- 
Behandlung und ‘ihre Beziehungen zu dem klinischen 
Bild der menschlichen Lungentuberkulose) 

D. Escu, F. W. GigRHAKE, W. HERRMANN, and P. 
Martini. Beitrdge zur Klinik der Tuberkulose und 
spezifischen Tuberkulose-Forschung (Beitr. Klin. Tuberk.] 
117, 414-442, 1957. 8 figs., bibliography. 


In a joint investigation carried out at the Institute of 
Hygiene, Essen, and the University Medical Clinic, 
Bonn, the virulence in the guinea-pig and the resistance 
to isoniazid in vitro of tubercle bacilli isolated from the 
sputum of 46 patients with pulmonary tuberculosis 
treated with isoniazid were studied. Specimens of 
sputum were treated with antiformin, examined by 
fluorescence microscopy, cultured, and injected into 
guinea-pigs, resistance tests being carried out on all 
strains isolated. Virulence tests of the organisms were 
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performed on guinea-pigs, the results being classified in 
6 groups ranging from non-virulent to very strongly 
virulent. 

The authors conclude from their findings that with 
increasing total dosage of isoniazid there is a diminution 
in the virulence to the guinea-pig of the organisms 
isolated. Loss of sensitivity to isoniazid in vitro is simi- 
larly related to the dosage of isoniazid given, but the 
correlation between increased isoniazid resistance and 
loss of virulence is not absolute. Strains of reduced 
virulence may be derived from normally virulent isonia- 
zid-resistant forms. Correlation of the clinical and 
bacteriological findings in 20 of the authors’ cases 
indicated that comparisons between the course of the 
disease and the virulence of the organisms in the guinea- 
pig are misleading. Virulence in the experimental 
animal represents only one component of the total clinical 
process in the patient; thus chronic disease in the patient 
may be associated with primary or acquired reduction 
in the virulence of the infecting organisms. The degree 
of drug resistance of the tubercle bacillus is a better 
prognostic index, resistance to chemotherapy being a 
major factor determining the unfavourable course of the 
disease in such a patient. I. M. Librach 


76. Local Cure in Cases of Persistent Cavitation after 
Prolonged Chemotherapy; Certain and Possible Cure; 
a Study of 114 Cases with Anatomical Verification. (Les 
zuérisons locales dans les cavernes restées ouvertes aprés 
chimiothérapie prolongée; guérisons certaines et guéri- 
“ons possibles; étude d’aprés 114 cas vérifiés anatomique- 
nent) 

. RENAULT and E. BERNARD. Revue de la tuberculose 


|Rev. Tuberc. (Paris)| 21, 893-916, Sept.—Oct., 1957. 
6 figs., 24 refs. 


The authors, writing from the Hdépital Laénnec, 


tuberculous cavities selected from among 414 specimens 
of resected pulmonary tissue containing open cavities. 
The healed cavities were usually in the upper lobes, were 
of all sizes, and were empty. Their walls were smooth, 
moist, thin, often transparent, and completely composed 
of tenuous collagenous fibres. There was no congestion, 
necrosis, or any other sign of inflammation, while com- 
plete epithelization was rare. Bronchial orifices were 
usually open, but in some cases they were closed or 
ended blindly. In the adjacent parts of these specimens 
other tuberculous lesions, when present, were usually also 
healed. In 30 of these cases chemotherapy had been 
given for periods of 6 to 12 months and in 25 for more 
than a year. Radiological features were not helpful in 
diagnosis. In 41 of the cases the sputum had been 
persistently negative on culture after the first 6 months 
of treatment. 

The 49 clean but only partially healed cavities were 
much less homogeneous in type than the healed cavities. 
The wall was often composed of dense epithelioid tissue, 
with scattered elements of caseation or necrosis, giant 
cells, and macrophages containing apparently caseous 
material. In some the caseous lining had become homo- 
geneous, thinly purulent, and composed predominantly 
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Paris, describe 65 healed and 49 partially healed open i 


25 


of polynuclear cells. In many there was no fibrous 
replacement of the cavity wall; in others (18 cases) such 
replacement was present but was never complete, traces 
of caseation persisting. Many of these patients had been 
still sputum-positive on culture before operation. Again, 
there were no sure radiological means of differentiating 
healed from partially healed cavities before operation. 
In this group of cases the duration of preoperative chemo- 
therapy had been similar to that in the group of healed 
cavities. 

[It seems most probable that drug resistance accounts 
for the difference between healed and only partially 
healed cavities, but unfortunately this possibility is not 
analysed, nor are the various chemotherapeutic regimens 
before operation detailed; these are surely the most 
essential points in accounting for the differences in out- 
come, particularly as the mean duration of chemotherapy 
was similar in the two groups.] Arnold Pines 


77. A Critical Examination of the Role of Surgery in 
the Treatment of Primary Pulmonary Tuberculosis in 
Children 

J. K. Cameron, J. D. Hay, and L. J. Tempte. Thorax 
[Thorax] 12, 329-337, Dec., 1957. 7 figs., 11 refs. 


A follow-up review is presented of all children (409) 

with primary pulmonary tuberculosis admitted to Leéa- 
sowe Children’s Hospital, Wirral, Cheshire, between 1949 
and 1955, with special reference to the role of surgery in 
treatment. Of these 409 children, 48 required special 
investigation, as a result of which 5 were treated surgic- 
ally. Bronchography revealed persistent segmental 
lesions in all 48, the lesions being bilateral in 4. At the 
conclusion of the investigation the radiological and 
bronchographic appearances were normal in only 11 of 
this group, residual deformities being found in 37. 
In 9 patients there were areas of pleural thickening and 
in 2 areas of punctate calcification. Bronchial strictures 
were seen in 5 cases, affecting the right middle lobe in 4 
and an upper-lobe segment in one. A tubular bronchiec- 
tasis confined to a single upper-lobe segment was ob- 
served in 9 cases, and in 6 there were segmental filling 
defects." In one case there was an area of fibrosis only. 
The authors did not consider that major surgical treat- 
ment was justified in any of these 32 cases, but in the 
remaining 5 lung resection was required, the right 
middle and lower lobes being removed for gross bronchi- 
ectasis in 4 and the left upper lobe for total bronchial 
occlusion in one. Bronchoscopy and lymph-node 
aspiration were carried out 39 times on 27 patients, 
including the 4 who were later subjected to major resec- 
tion. This method of clearing the bronchus is recom- 
mended at an early stage in the disease, when restoration 
to normal can be anticipated. 

The authors do not consider that thoracotomy to 
relieve lymph-node pressure or as a prophylactic proce- 
dure is justified. They state that they are “* impressed 
with the curative value of the ordered and tranquil life 
of a children’s sanatorium” and that “ most primary 
infections in children . . . will resolve on adequate con- 
servative treatment without recourse to surgery or anti- 
biotics ” C. A. Jackson 
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78. Present Pattern of Early Syphilis in the Manchester 
Region. II. Imported Infection and the Prostitute 

S. M. Lairp. British Journal of Venereal Diseases [Brit. 
J. vener. Dis.| 33, 242-243, Dec., 1957. 1 ref. 


A study of acquired syphilis of less than one year’s 
duration in the area of the Manchester Regional Hospital 
Board has shown that, during 1956, syphilis was im- 
ported from outside the area in more than half the male 
patients and that prostitutes were responsible in about 
one-third of these cases.—[Author’s summary.] 


79. The Antibody Content of Serum Fractions Separ- 
ated by Continuous Flow Electrophoresis in Human and 
Experimental Syphilis. (Gli anticorpi delle frazioni 
sieriche separate per flussoforesi nel corso della sifilide 
umana e sperimentale) 

F. OTTOLENGHI-LODIGIANI. Giornale italiano di derma- 
tologia [G. ital. Derm.] 98, 501-508, Sept. —Oct., 1957. 
4 figs. 

In this introductory note to a series of studies of the 
localization and estimation of serum antibodies in human 
syphilis and experimental syphilis in rabbits and their 
quantitative relation to the serum proteins, reported 
from the Dermatological Clinic of the University of 
Siena, the author points out the advantages of continuous- 
flow electrophoresis, which allows the quantitative 
separation of serum components with different mobilities 
in an electrical field by virtue of the fact that slower mov- 
ing components need not travel through material previ- 
ously in contact with faster moving components and can 
therefore be collected in a much purer state than with the 
standard procedure. The strength of current used must 
be such as to allow effective separation and yet not to 
cause undue heating of the paper. 

The apparatus, which is described, consists of a direct- 
current generator and the electrophoresis cell proper. 
Linear electrodes extend the whole length of the paper, 
which hangs vertically with its upper end in a trough 


containing buffer; serrations at the lower end of the paper - 


overhang a series of test-tubes in which the fractions are 
collected. Two small beakers with a feeder wick are 
placed against the paper, one of which contains the 
material to be examined, the other bromphenol blue, 
a substance which has a mobility similar to that of albu- 
min, but is clearly visible and thus allows the progress of 
the separation to be followed. About 5 ml. of serum 
can be separated in 36 to 48 hours. For final identifica- 
tion a unidirectional electrophoresis of the same material 
is performed and the protein content of the various 
fractions is determined by a rapid ultraviolet differential 
absorption method at 215 and 225 my in a Beckman 
spectrophotometer. For this method sodium barbitone 
buffer is unsuitable, because it interferes with the ultra- 
violet reading. The serum fractions are freeze-dried and 
preserved in vacuo until required. F. Hillman 
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80. The Nelson [T.P.1.] Test in Experimental Syphilis. 
(Experimentelle Syphilis und Nelsontest) 


W. BERLINGHOFF. Dermatologische | Wochenschrift 
[Derm. Wschr.] 136, 1380-1390, Dec. 21, 1957. 10 refs. 


This paper from the Friedrich-Schiller University, 
Jena, is mainly concerned with experiments relating to 
the problem of the transfer of syphilis by blood trans- 
fusion. These showed that rabbits infected by intra- 
cardiac injection of an emulsion of Treponema pallidum 
or of the blood of syphilitic rabbits developed a signifi- 
cant rise in the number of positive reactions to Nelson’s, 
treponemal immobilization (T.P.I.) test 2 months after 
the inoculation, but that this rise was not so sustained 
as in the donor animal, which was infected by the usual 
intratesticular route. It is suggested that this difference 
in T.P.I. reactions was due to the recipient receiving a 
smaller amount of infected material, with which it was 
better able to deal, than the donor animal. 

In the performance of human blood transfusions it is 

generally. assumed that syphilitic blood which is kept 
at 5° C. for 4 days becomes non-infective and may be 
used for transfusion. In order to test this assumption 
rabbits were infected with syphilitic human blood by the 
intracardiac method described. The results were 
apparently satisfactory, as the animals which received 
infected blood stored at 5° C. for 5 days did not develop 
a positive T.P.I. reaction. It seemed possible to the 
author, however, that the amount of syphilitic human 
blood employed did not contain a sufficiently high con- 
centration of treponemes to provoke a positive reaction. 
In the next experiment, therefore, blood from a female 
patient with secondary syphilis and demonstrable tre- 
ponemes in genital lesions was injected into mice, part 
of it immediately- and the rest after being stored at 
5° C. for 5 days. After 8 weeks all the mice were killed 
and a suspension of their organs inoculated into the 
testicles of rabbits. In control animals, which received 
injections of healthy mouse tissue, the T.P.I. reaction 
remained negative; all the test animals, however, 
developed significant positive T.P.I. reactions. The 
results suggest that the practice of keeping syphilitic 
blood for 5 days in the refrigerator does not render it safe 
for transfusion purposes. G. W. Csonka 


81. A Fluorescent Test for Treponemal Antibodies 

W. E. Deacon, V. H. FALtcone, and A. HARRIs. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 96, 477-480, 
Nov., 1957. 8 refs. 

In experiments performed in the Venereal Disease 
Branch of the Communicable Disease Center, Chamblee, 
Georgia, anti-human and anti-rabbit sera were prepared 
in goats by Proom’s method (J. Path. Bact., 1943, 55, 
419) and the globulins separated by precipitation with 
ammonium sulphate followed by dialysis. The purified 
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globulins were then conjugated with fluorescein and used 
in testing sera for the presence of antibodies to Tre- 
ponema pallidum. The test was carried out by drying 
suspensions of treponemes obtained from infected 
rabbits’ testes on slides, lightly fixing by heat, and 
then exposing the fixed organisms to the action of 


bodies for 30 minutes. The slide was then washed in 
buffered saline and the appropriate fluorescein-labelled 
antiserum preparation added and allowed to act for a 
further 30 minutes. After a further washing in buffered 
saline the slide was mounted in diluted glycerin and 
examined microscopically by ultraviolet light. Where 
the serum under test by this method contains antitrep- 
onemal antibody this becomes fixed to the organism 
and, because of its globulin nature, subsequently unites 
with the fluorescein-labelled antiserum so that the 
treponemes become fluorescent under ultraviolet light. 
Mechanical rotation of the slides during treatment with 
the serum and antiserum improves the results, while the 
application of acetone to the fixed smears for 15 minutes 
vefore the addition of the serum has been found to reduce 
background fluorescence. 

The examination of sera from rabbits at various inter- 


is vals after infection with syphilis and of a few human sera 
ot showed that the fluorescence technique was more sensitive 
ye ‘han the treponemal immobilization test, but gave results 
yn which agreed well with those of the treponemal comple- 
ne ment-fixation test. The ease and speed of the test 
re recommend it as a possible alternative to other tre- 
ed ponemal tests if further investigation confirms its specifi- 
op city and sensitivity. A. E. Wilkinson 
- 2. House-to-House Serologic Survey with Multiphasic 
Screening 
“le T. ROsENTHAL and J. E. VANpow. Public Health 
“a Reports [Publ. Hith Rep. (Wash.)| 72, 969-975, Nov., 
1957. 2 refs. 
at During the 10 weeks between April 18 and June 25, 
led 1955, the New York City Health Department conducted 
the an intensive house-to-house blood-testing programme 
ved in two districts of Harlem where there was a known high 
tion Prevalence of syphilis. Of the 23,675 persons tested, 
ver, 6.701 were white, 14,872 non-white, and 2,102 were 
The classified as “others”. Among 8,739 Puerto Ricans 
ilitic §j included in the survey there were 5,978 white and 917 
safe § 1on-white subjects and 1,844 “others”. The results 
ka are tabulated according to age, sex, and colour of skin. 
Standard serological tests for syphilis (S.T.S.) gave 
a total of 3,406 abnormal reactions, an over-ali S.T.S. 
Pro- | ‘activity rate of 14.4%. Analysis showed that for all 
, and | non-whites this rate was 17-69%, for non-white Puerto 
_480, § Ricans 11-3%, for white Puerto Ricans 9-2%, for 
“ other” Puerto Ricans 12-99%, and for indigenous whites 
, 40%. Subsequent screening of the positive reactors 
aed showed syphilis to be present in 1,918 persons (8-1% of 
nbice, | those tested). Of these, 406 were new cases, 911 were 
3. 55 cases requiring further treatment, and 601 were con- 
“= th sidered adequately treated. Syphilis was found to be 
‘ 4 ; | ‘vice as prevalent in non-whites as in Puerto Ricans, but 


false positive reactions occurred in 31-:7°% of Puerto 
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the serum suspected of containing antitreponemal anti- . 
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Ricans, a figure three times that found in non-whites. 
On the basis of the percentage of cases of syphilis found 
in the population examined it was estimated that there 
are 4,572 undiscovered syphilitics in Central Harlem 
and 10,199 syphilitics requiring further treatment. 

- Of the 3,406 positive reactors, 2,116 later reported to 
the Health Department Clinic and underwent additional 
physical and radiological examinations. Genital smears 
for detection of gonorrhoea were obtained from all the 
women and smears for Papanicolaou staining were made 
from the cervical secretions of 1,011 women over 21. 
The results of this additional multiphasic screening are 
also tabulated. They- revealed 18 cases of gonorrhoea, 
23 cases of previously unknown diabetes, 13 cases of 
squamous carcinoma of the uterine cervix, 3 of active 
pulmonary tuberculosis, and 20 cases with evidence of 
heart or lung disease. The authors stress the value 
of such multiphasic screening procedures and point out 
that if the survey had not been specifically directed to 
syphilis detection it would no doubt have yielded many 
more cases of undiscovered diabetes, chest disease, and 
cancer. Benjamin Schwartz 


83. Lymphogranuloma Venereum 

H.-J. B. GALBRAITH, C. W. GRAHAM-STEWART, and 
C. S. Nicot. British Medical Journal (Brit. med. J.] 2, 
1402-1405, Dec. 14, 1957. 1 fig., 22 refs. 


Lymphogranuloma venereum, a venereal disease 
usually acquired in tropical or subtropical regions, is 
caused by a filterable virus related antigenically and 
morphologically to the virus of psittacosis. Diagnostic 
criteria are a positive response to the Frei skin test and 
a complement-fixation titre for lymphogranuloma 
venereum of 1 in 32 or more. The condition should be 
distinguished from granuloma inguinale (venereum), 
which is caused by the Gram-negative pleomorphic 
organism Donovania granulomatis. 

The incidence of lymphogranuloma venereum in Bri- 
tain is low, only 363 cases having been diagnosed in the 
5-year period 1951-5. The number of infections 
acquired in Britain is also low; the reasons for this, it is 
suggested, are (1) the short duration of the incubation 
period and of the infectious phase, which are usually over 
by the time the infected male reaches Britain from an 
endemic area; and (2) the painful buboes, making sexual 
intercourse difficult. The infectious phase in the female 
is believed to be of longer duration. 

In this paper the authors report 2 cases, seen at St. 
Thomas’s Hospital, London, of lymphogranuloma. 
venereum acquired in Britain. Details are also given 
of 2 male patients with the rare pseudo-appendicitis 
syndrome, a female patient with an ano-rectal syndrome, 
and a female without symptoms but who was probably 
infectious. The authors state that hyperglobulinaemia, 
without other evidence of liver disorder, is a well recog- 
nized associated disorder of lymphogranuloma venereum. 
They point out, in conclusion, that the recent influx of 
West Indians of both sexes into Britain and the rapidity 
of air travel may make lymphogranuloma venereum a 

commoner clinical problem in future than it has been 
hitherto. Douglas J. Campbell 


84. Biochemical Changes in Liver Associated with 
Kwashiorkor 

H. B. Burcu, G. ArroyAve, R. SCHWARTZ, A. M. 
PADILLA, M. BEHAR, F. ViTeri, and N. S. SCRIMSHAW. 
Journal of Clinical Investigation [J. clin. Invest.] 36, 
1579-1587, Nov., 1957. 32 refs. 


Observations on chemical changes in the liver and 
blood during the treatment of 13 children with kwashior- 
kor are reported in this paper from Washington Univer- 
sity School of Medicine, St. Louis, and the Institute of 
Nutrition of Central America and Panama, Guatemala 
City. In 13 selected cases of typical kwashiorkor needle 
biopsy of the liver was performed by aspiration through 
the pleural space under local analgesia before any feeding 
or treatment was given, and in 6 cases again after treat- 
ment. The biochemical findings were compared with 
those in liver specimens obtained at necropsy from North 
American children who had died from causes unrelated 
to kwashiorkor, allowance being made for post-mortem 
changes. 

The increase in the concentration of protein and the 
decrease in that of total lipids in the liver in kwashiorkor 
with treatment were marked. Concomitantly there were 
striking increases in xanthine oxidase and D-amino-acid 
oxidase activity per kg. of liver protein. No significant 
change was found, however, in the glycolic acid oxidase, 
malic dehydrogenase, or transaminase activity, or in the 
riboflavin, oxidized pyridine nucleotides, or cholesterol 
content of the liver, all measured in relation to the pro- 
tein content. In the 6 cases of kwashiorkor examined 
after treatment the levels in the liver of all the.substances 
measured were generally equal to those found in the 
control necropsy subjects with the exception of those of 
glycolic acid oxidase and xanthine oxidase, which were 
lower. The serum protein content in kwashiorkor 
increased during treatment by 70°, while serum cholin- 
esterase activity relative to protein content increased by 
100% and that of amylase by 30%. The riboflavin 
content of the erythrocytes was doubled. It is of interest 
that no increase in the cholesterol content of the liver 
was found in these cases of kwashiorkor, whereas the few 
details available from similar cases in India have indi- 
cated a high initial level of cholesterol and a decrease 
with treatment. E. Forrai 


85. Two Types of Liver Disease in Jamaican Children. 
Part Ill 

K. Ruopes. West Indian Medical Journal [W. Indian 
med. J.| 6, 145-178, Sept., 1957. 4 figs., bibliography. 


In this part of her article the author, who dealt in the 
previous part (W. Indian med. J., 1957, 6, 73; Abstr. Wld 
Med., 1958, 23, 174) with venous occlusive disease of 
the liver, is concerned mainly with kwashiorkor. This 
disease has the same characteristics in Jamaica as else- 
where, though the skin and hair changes are usually 
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milder, and occurs in young children of the lowest social sus 
and economic stratum. at 
In all of 23 cases studied in detail at the University pal 
College Hospital of the West Indies there was a history I 
of gross malnutrition with deficiency of protein and ire 
calories, the diet consisting mainly of cereal, with little nil 
or no milk. The patients’ ages ranged from 5 months no 
to 3 years. The condition was usually precipitated by Susi 
infection. Oedema and anorexia were the commonest ar 
presenting complaints. Other features were retardation 4 gt 
of growth, severe muscular wasting with reduction of dail 
subcutaneous and depot fat, hepatomegaly, and signs of whi 
Vitamin-B deficiency. There was hypoproteinaemia and ita 
a reduction of the serum cholinesterase concentration in Cros 
the 12 cases investigated. Ascites and anaemia were give 
variable findings, as were skin and hair changes. Micro- cf n 
scopical examination of biopsy and necropsy specimens 
of the liver revealed intense fatty metamorphosis.. Fibro- °7 
sis of the pancreas was present in one of the 6 cases \ L 
examined post mortem. 
Milk featured largely in the treatment, and it was often com 
necessary to give diluted milk by slow continuous drip NI 
into the oesophagus for 3 to 7 days before normal feed- Ti 
ing could be resumed. Too rapid an increase in the Mea 
variety of foods in the diet resulted in severe deteriora- = 
tion. In 2 cases subcutaneous infusions of human Th 
plasma were given. Of the 23 patients, 7 died. In the medi 
others recovery was uncomplicated and development of Aust 
cirrhosis was not seen. W. H. Horner Andrews repor 
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86. Resistance of Plasmodium falciparum in Tangan- 
yika to Pyrimethamine Administered at Weekly Intervals te: 
D. F. Ctype and G. T. SHute. Transactions of the Royal da -_ 
Society of Tropical Medicine and Hygiene (Trans. roy. in y a 
Soc. trop. Med. Hyg.) 51, 505-513, Nov., 1957. 2 figs., bg: 
10 refs. 
The authors report from Tanganyika the results of a strain) 
trial of the weekly prophylactic administration of pyri- § acted 
methamine, which was instituted on finding that Plas- subjec 
modium falciparum in some areas had become resistant § treatec 
to pyrimethamine after its administration at monthly § period 
intervals. The trial revealed that resistance developed § ing fig 
after 5 months of weekly suppressive doses of 50 mg. 936 day 
for adults and corresponding lesser amounts for children. § volunt, 
This resistance was confined to P. falciparum, the pre- with F 


dominant species. Initial testing showed that although 
most individuals were cleared of parasites after two single 
doses a week apart, one child (in a group of “61 .aged 
8 to 15) required 5 weekly doses before becoming parasite- 
free. After a single dose one out of a group of 125 aged 
6 months to 15 years remained with a low-density asexual 
parasitaemia. At the end of the 5 months of weekly 
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treatment 7 out of 215 regular recipients showed infection 
with P. falciparum, but 2 of these had broken attendances. 
At the end of a further 5 months of prophylaxis the para- 
site rate had become stabilized at 20°% lower than the pre- 
treatment rate. It was calculated from the lack of 
response to large doses in resistant cases that the parasites 
were resistant to 8 to 15 times the effective dosage for 


at which symptoms of drug toxicity were reported 
parasite densities were still increasing. 


Resistance spread markedly within the central treated 


1 area, but was not found in untreated areas more than 5 
. niles away. There was no remarkable difference in 
5 norphology or immunological characteristics between 
y susceptible and resistant strains of P. falciparum in the 
t same area. Cross-resistance to proguanil was tested in 
n 1 group of 48 cases; treatment with 100 mg. of proguanil 
of daily for 7 to 9 days failed to clear parasites in 5 cases, 


while 2 out of 3 remained infected after 2 further doses. 
't appeared, therefore, that there was a slight degree of 


in cross-resistance. Mepacrine or a 4-aminoquinoline was 
re civen for the treatment of the occasional clinical attack 
o- of malaria. I. M. Rollo 
ns 
© J] &7. Experiments with Antimalarial Drugs in Man. 
S| \I. The Value of Chloroquine Diphosphate as a Sup- 
| pressive Drug in Volunteers Exposed to Experimental 
Mosquito-transmitted Malaria (New Guinea Strains) 
H. Transactions of the Royal Society of 
tad Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
os Med. Hyg.) 51, 493-501, Nov., 1957. 1 ref. 
ian This paper recapitulates the results obtained by a 
the § medical research unit at Cairns, North Queensland, 
of § Australia, at the end of the last war. These were briefly 
s reported at the time (Schweiz. med. Wschr., 1946, 76, 925; 
Aostr. Wid Med., 1947, 1, 209), but are now presented 
more fully in view of the recent report by Davey 
and Robertson [see Abstract 88]. Three groups of 
infected volunteers were treated with either chloroquine 
diphosphate or “‘ atebrin ’’ (mepacrine), both drugs being 
— given in a dosage of 0-2 g. (base) twice daily for 4 days 
& } § followed by 0-1 g. on the day of infection and for 23 
oya' @ days thereafter; the responses were compared with those 
roy: & in untreated controls. 
figs., In the first group 12 men were heavily infected with 
sporozoites of Plasmodium vivax (New Guinea “* C” 
of a § strain) and 8 received chloroquine, 2 mepacrine, and 2 
pyri- § acted as controls. Suppression was complete in the 10 
Plas- § subjects treated. When the drugs were withdrawn those 
stant § treated with chloroquine relapsed after an average 
mthly § period of 48-4 days (range 40 to 64 days). Correspond- 
loped ing figures for the 2 men given mepacrine were 26 and 
) mg. § 36 days respectively. In the second group, in which 2 
ldren. § volunteers and 2 controls were exposed to light infection 
> pre- Bwith P. vivax and similarly treated with chloroquine, 
nough Bsuppression of the disease was again complete in the 
single §treated men. Relapse occurred 56 and 73 days respec- 
.aged Btively after withdrawal of chloroquine. In the third 
<_< experiment the same doses of chloroquine (8 cases) and 
5 ag 


mepacrine (2) were given to 11 men (1 control) with 
heavy sporozoite infections of P. falciparum (New 
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Guinea “H” strain). Suppression was complete here 
also and no relapses occurred, although most of the men 
showed slight clinical or haematological features of sup- 
pressed malaria. The 8 men treated with chloroquine 
were re-exposed to infection with the same strain of P. 
falciparum and all developed an infection within the 
usual incubation period. No evidence was obtained of 
strain premunity resulting from persisting latent infec- 
tion. Subinoculations performed on the 8th day of 
infection gave positive results, although no parasites 
could be found in thick blood-smears at that time. 

The author concludes that it is obvious from these 
experiments that both chloroquine and mepacrine sup- 
press vivax malaria and suppress and radically cure 
falciparum malaria by virtue of their schizonticidal action 
on erythrocytic parasites and not by any direct effect on 
extra-erythrocytic forms. I. M. Rollo 


88. Experiments with Antimalarial Drugs in Man. 
VII. The Suppressive Effect of 50 mg. of Chloroquine 
Base Daily in British Troops Exposed to Infection with 
Plasmodium falciparum 

D. G. Davey and G. I. RosBertson. Transactions of 
the Royal Society of Tropical Medicine and Hygiene 


[Trans. roy. Soc. trop. Med. Hyg.| 51, 502-504, Nov., 
1957. 2 refs. 


In studies carried out in Kenya 20 non-immune British 
army volunteers exposed to infection with one or 2 of 
3 strains of Plasmodium falciparum (a Malayan strain 
resistant to proguanil and 2 East African strains) were 
given 50 mg. of chloroquine base daily from the first day 
of exposure until 14 days after the last day of exposure. 
There were no untreated controls. The subjects were 
exposed for periods of from 1 to 6 weeks and the infection 
on the first day was always heavy. All were protected 
from major symptoms of malaria and no parasites were 
ever found in the blood. In a few men minor malarial 
symptoms occurred 8 to 14 days after the initial heavy 
infection. These were considered to be due to the libera- 
tion and eventual destruction by the drug of a large 
number of parasites at the end of the first or second 
week. M. Rollo 


89. The Pulmonary Obstruction Syndrome in Schisto- 
soma mansoni Pulmonary Endarteritis. Report of Five 
Cases 


E. J. MARCHAND, R. A. MaRCIAL-Rosas, R. RopDRIGUEZ, 
G. PoLanco, and R. S. Diaz-Rivera. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 100, 
965-980, Dec., 1957. 14 figs., 13 refs. 


This paper from the University of Puerto Rico Medical 
School describes a detailed clinical, pathological, and 
physiological investigation of 5 cases of pulmonary 
schistosomiasis (schistosomal cor pulmonale), with 
particular reference to the differential diagnosis. The 
authors’ findings are compared with those obtained in 
Egypt by other workers. 

The syndrome of pulmonary obstruction in schistoso- 
miasis is seen typically in young adults from endemic 
areas of infection in whom there has been recurrent 
superinfection before the development of immunity. 
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It is characterized by progressive dyspnoea of short 
duration which is greater than would be expected from 
the pulmonary findings, and by right-sided heart failure 
associated with hepato-splenomegaly. Engorgement of 
the vessels of the neck, pulmonary oedema, and upper 
abdominal pain may be early manifestations. Cardio- 
megaly, with loud murmurs in the pulmonary and mitral 
areas, is’ typical and may suggest rheumatic heart 
disease or congenital cardiovascular defects. Some 
patients, however, remain asymptomatic for an indefinite 
period of time. The pulmonary lesion responsible for 
the clinical picture is extensive obliterative arteriolitis 
due to emboli composed of ova. The resulting pul- 
monary arterial hypertension causes right ventricular 
hypertrophy, and eventually right-sided heart failure 
develops. 

Radiological examination, confirmed by angiocardio- 
graphic studies, reveals dilatation of the pulmonary 
arterial segment, enlargement of the right ventricle (which 
forms the left cardiac border as a result of the rotation 
of the heart), and an increase in the right hilar and a 
diminution in the left hilar vasculature. The inter- 
ventricular septum is seen to bulge towards the right 
ventricle. The lungs may show fine diffuse mottling, 
sometimes with nodular infiltration and usually with 
** pnleoanemic ” middle and peripheral fields. The elec- 
trocardiographic pattern is of chronic cor pulmonale, 
with right axis deviation, marked clockwise rotation of 
the longitudinal axis, prominent R waves in right ven- 
tricular leads, and prominent S waves in left ventricular 
leads. Inversion of the T wave is usually also present, 
and incomplete right bundle-branch block is frequently 
seen. The differentiation of chronic cor pulmonale due 
to schistosomiasis from that due to other forms of cardiac 
disease is of cardinal importance. 

Infection of the respiratory tract may be a trigger factor 
in precipitating cardiac failure; the latter should be con- 
trolled by digitalization, administration of oxygen, and 
other supportive measures. Intensive treatment with 
antimony, which is toxic to the myocardium, should be 
avoided. The prognosis is poor once cardiac decom- 
pensation supervenes, owing to the mechanical impair- 
ment caused by irreversible pulmonary arterial and 
arteriolar obstruction. In Puerto Rico the syndrome 
appears to be more frequent among women than it is 
among men, whereas in Egypt men are more often 
affected. J. M. Watson 


90. The Pathogenesis of Manson’s Schistosomiasis 

R. S. Diaz-Rivera, F. RAmos-Morates, Z. R. Soto- 
MAYOR, F. LICHTENBERG, M. R. GARCIA-PALMIERI, A. A. 
CintRON-RiveRA, and E. J.. MARCHAND. Annals of 
Internal Medicine [Ann. intern. Med.] 47, 1082-1107, 
Dec., 1957. 7 figs., 17 refs. 


The authors present, from the University of Puerto 
Rico School of Medicine, their conclusions regarding the 
pathology and symptomatology of Mansonian schistoso- 
miasis, basing these on a careful study of 400 cases, of 
which 13 representative cases are described in detail. 
The acute phase of the disease, which makes an abrupt 
appearance coincident with the beginning of oviposition 


(after an asymptomatic period varying from 21 to 42 
days), is mainly dominated by a state of hypersensitivity. 
The symptoms are generally mild and the clinical picture 
may be mistaken for that of non-specific enteritis, 
often attributed to dietary indiscretions; but in more 
severe cases the resemblance may be to salmonellosis or 
to bacillary or amoebic dysentery. The non-specific 
gastro-intestinal symptoms may not make their first 
appearance until as long as 15 years after the initial 
infection. The continuous production of allergens by 
the ova and adult worms serves to perpetuate the hyper- 
sensitivity reaction, with resulting vascular changes and 
foreign-body reaction, while in some instances actual 
destruction of tissue may occur in the liver, intestine, and 
lungs. 

The clinical picture in Mansonian schistosomiasis is 
protean. The majority of cases are mild and may remain 
undiagnosed unless fortuitously discovered by routine 
stool examination. When massive infection is accom- 
panied by malnutrition (as it often is) or occurs in a previ- 
ously unexposed individual violent clinical manifesta- 
tions may be present from the onset of the disease. 
Extensive pathological changes often develop in such 
cases. In particular, early invalidism and rapid death 
may be the result of obliterative pulmonary endarteritis 
and the resulting pulmonary hypertension as a conse- 
quence of extensive egg embolization and its inflamma- 
tory sequelae. In some patients portal hypertension 
and congestive splenomegaly may be prominent. Marked 
differences in individual response to infection with 
Schistosoma mansoni are common, even among members 
of the same family exposed to the same environmental 
and dietary influences. 

The role of natural and acquired immunity in the 
pathogenesis of Mansonian schistosomiasis requires 
more adequate evaluation in man. The frequent associa- 
tion of this parasitosis with malnutrition makes it difficult 
to assess the importance of the infection in the production 
of cirrhosis of the liver. In the present series the inci- 
dence not only of cirrhosis, but also of hepatomegaly and 
splenomegaly, was higher among patients judged to be 
poorly nourished. The persistence of egg-extrusion 
after treatment with “* fuadin ’ (stibophen), even in the 
absence of re-exposure to infection,is stressed. Al 
though oviposition may be suppressed for as long as a 
year after standard treatment with this drug, the life 
expectancy of the parasite and the subsequent egg-laying 
capacity of the female worms may not be affected. It is 
suggested that despite the undesirable side-effects of the 
drug, increased daily dosage schedules may be desirable 
in severe cases. 

The authors conclude from this study as follows. 
(1) The severity of the clinical picture is chiefly influenced 
by social and economic factors and by the adequacy of 
the defensive mechanism of the host rather than by the 
parasitosis per se. (2) The hypersensitivity state is the 
most important governing factor in the perpetuation of 
symptoms. (3) Only patients with extensive or massive 
infections die from complications of the disease, and 
even in these cases the picture is often complicated-further 
by other concurrent serious illnesses. 


J. M. Watson 


( 
| 
| 
| 
| 
5 
) 1 
th 
is 
th 
| i 92 
of 
inj 
4 P, 
4 M 
19 
‘he 
of 
‘irs 
: 
| eth 
4 2 
era 
inje 
| ind 
Was 
the 
sult 
| trea 
pert 
mat 
mar 
only 
ie E 
tube 
| whic 
clud 
| in le 
q lepre 
In 
| 2-0 


91. Clinical Trials of a New Synthetic Compound for 
Treatment of Bilharziasis. A Preliminary Report 

A. Z. SHAFEI. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 61, 12-16, Jan., 1958. 11 refs. 


The author reports, from the University of Alexandria, 
Egypt, that preliminary trials. with 1-8-diethylamino- 
ethylamino-4: 6:8-trimethyl-5-azathioxanthone _hydro- 
chloride (‘‘ Preparation 17581”) on 60 patients with 
schistosomiasis have shown that this new synthetic com- 
pound possesses moderate activity against Schistosoma 
haematobium and that its toxicity closely resembles that 
of other xanthone compounds in clinical use. 

In the present series follow-up studies revealed that 2 
months after the completion of treatment the apparent 
cure rate among 30 patients given a daily dosage of 10 to 
15 mg. per kg. body weight for 10 days was 33°%, while 
among the 30 given 8 to 12 mg. per kg. daily for 21 to 24 
days the cure rate was only 25%. The higher doses 
could not be given for longer periods owing to increas- 
ingly severe side-effects, of which the chief was gastro- 
intestinal upset. Evidence of toxic damage to the kidneys 
was found in 20% of the patients in both groups. On 
the other hand liver function tests gave normal results 
and no electrocardiographic changes were observed. It 
is suggested that perhaps a second course of 200 mg. of 
the drug per kg. given over a further 20 days might yield 
a higher rate of cure. Max Mayer 


92. The Treatment of Leprosy with Monthly Injections 
of D.D.S. (Dapsone). (Le traitement de la lépre par 
injections mensuelles de D.D.S.) 

P. Laviron, L. LAuRET, P. KERBASTARD, and C. JARDIN. 
Médecine tropicale [Méd. trop. 17, 795-808, Noy.—Dec., 
1957. 6 figs., 10 refs. 


From the Institut Marchoux, Bamako, French Sudan, 
‘he authors report experience with monthly injections 
of dapsone in the treatment of leprosy. In their 
‘irst trial they used a suspension of 2-5 g. in 10 ml. of 
equal parts of chaulmoogra (hydnocarpus) oil and its 
cthyl ester. This produced a blood sulphone level 
hich, after.a steep rise to 1-5 to 2 mg. per 100 mL, 
eradually fell to zero between the 15th and 30th days after 
injection; the blood levels attained varied in different 
individuals. It was noted that a very steep rise in level 
was apt to be followed by an equally steep fall and that 
the dosage which produced a moderate rise in the blood 
sulphone level was generally the optimum for prolonged 
treatment. Since 1954, 56 cases have been treated for 
periods ranging from 8 to 35 months. Of 30 lepro- 
matous cases, 29 were improved, 25 of these showing 
marked improvement. The drug was well tolerated, 
only 9 patients showing any sign of a lepra reaction. A 
blood sulphone level of 2 mg. per 100 ml. was attained 
in one case without any evidence of toxicity. Of 20 
tuberculoid cases, good results were noted in 15, in 10 of 
which the improvement was marked. The authors con- 
clude that the oily suspension of dapsone is most useful 
in lepromatous cases, but rather less so in 
leprosy. 

In the second trial (37 cases) they used a suspension of 
2:0 g. of microcrystalline dapsone in 10 ml. of watery 
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gel containing isotonic saccharose solution. They state 
that this suspension, if kept in the dark, is stable for 12 
months. In 5 of these cases the blood sulphone curves 
were comparable to those obtained with the chaulmoogra 
suspension. Of 15 lepromatous cases, 14 improved, 
10 markedly, the erythrocyte sedimentation rate decreas- 
ing and bacteriological improvement also being noted. 
Of 20 tuberculoid cases treated, 18 showed improve- 
ment, which was marked in 13. The remaining 2 cases, 
of the intermediate type, both showed good progress 
under this treatment. The drug was well tolerated and 
no blood changes were noted. Among the lepromatous 
cases there were 8 instances of acute reaction, but in 
none of them was it sérious. In a third trial a proprietary 
preparation consisting of 1-5 g. of dapsone in a gelose 
suspension was used in 14 cases. Among 8 lepromatous 
cases treated, good results were noted in all (very good in 
4), and only 2 patients developed acute reactions. In 6 
tuberculoid cases there was general improvement, which 
was considerable in 2. The authors consider the results 
with this preparation to be not so good as with those 
containing higher doses. On the whole they favour the 
2-g. suspension which, they consider, has a definite place 
in maintenance therapy for the long-term control of 
leprosy. William Hughes 
\ 


93. Weekly Injections of Thiacetazone in a Chaul- 
moogra Suspension in the Treatment of Leprosy. (Les 
injections hebdomadaires de thioacétazone en suspension 
chaulmoogrique dans le traitement de la lépre) 

P. LAviron, L. LaureT, P. KERBASTARD, C. JARDIN, and 
R. Prister. Médecine tropicale [Méd. trop.] 17, 809- 
814, Nov.—Dec., 1957. 2 figs., 12 refs. 


The authors report the results achieved with weekly 
injections of thiacetazone in the long-term treatment of 
leprosy. After trials of various dose levels they decided 
that 750 mg. was the dose most likely to produce the 
best results with least toxicity. This amount, suspended 
in a mixture of equal parts of chaulmoogra oil and its 
ethyl ester, produced a blood level varying from 0-5 to 
2:0 mg. per litre on the second day after injection and 
from 0-5 to 2:4 mg. per litre on the 8th day. The drug 
was well tolerated and no case of agranulocytosis or 
blood dyscrasia was noted. 

Since 1953 this treatment has been given to 46 patients, 
of whom 11 had previously been subjected to other forms 
of therapy without benefit, 22 had already improved on 
previous treatment, and 13 had received no previous 
treatment. It was noted that those previously intolerant 
of sulphones tolerated thiacetazone well.. Of 28 lepro- 
matous cases, 26 were improved; of 11 tuberculoid cases, 
9 were improved; and all of 7 intermediate cases showed 
improvement. Acute reaction occurred in 11 of the 
lepromatous cases and in one in the tuberculoid group. 
In some cases it was. observed that the lesions became 
stationary after an initial improvement, and the authors 
suggest that a resistant strain may have evolved in such 
cases. They consider that this form of therapy has a 
place in the treatment of leprosy, for example in patients 
intolerant of sulphones or who have failed to respond to 
other forms of therapy. William Hughes 
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94. The Treatment of Leprosy with Diphenyl Thiourea 
Compound SU 1906 (DPT). A Report on Expanded 
Trials in Nigeria. 1. A Second Report on the Progress 
of the Pilot Trial with a Review of the Findings in Expanded 
Trials 

T. F. Davey, A. S. GARRETT, B. NICHOLSON, M. Corcos, 
E. Fern, R. MATHESON, and A. MACDONALD. Leprosy 
Review [Leprosy Rev.] 29, 25-44, Jan., 1958. 6 refs. 

A relatively new compound of diphenyl thiourea, 
4-butoxy-4’-dimethylaminodiphenyl thiorea (SU 1906; 
DPT), has been shown to have outstanding bacterio- 
logical activity against Mycobacterium tuberculosis, and 
recently the author, with Currie, presented a preliminary 
report (Leprosy Rev., 1956, 27, 94; Abstr. Wld Med., 
1957, 21, 21) on its use in leprosy during a 16-month 
trial in Nigeria. The present paper reports the results 
obtained during a further 16-month trial on 70 addi- 
tional patients at Uzuakoli and 6 other centres in 
Nigeria. An initial dose of 1 g. daily for adults (0-5 g. 
for children), increasing by 0-5 g. daily every fortnight to 
a maintenance dose level of 25 to 40 mg. per kg. body 
weight (2 g. daily for an average adult) was found 
quite satisfactory. Higher doses are probably harmless 
but wasteful. The compound is well tolerated, especially 
by children, and is almost free from toxic effects. The 
tendency to produce hypothyroidism is very slight, signs 
of this complication being observed in only 2 patients, 
and then only after 2 years of treatment with relatively 
high doses (50 mg. per kg. body weight daily). No 
skin eruptions definitely due to the compound were 
observed. 

The therapeutic results were as follows. (1) Of 8 
patients with tuberculoid leprosy treated with DPT, 4 
were discharged after treatment for 2 years and have 
continued well for over 6 months; the other 4 were 
being kept under observation for minor residual con- 
ditions. (2) Of 6 patients with indeterminate or border- 
line lesions, 5 were in a residual condition and the 6th 
had a short-lived eruption of macules at the 24th month. 
(3) In 17 lepromatous patients treated in the first year 
improvement was rapid at first and more gradual (but 
continuous) later; the bacterial index was consistently 
better than that in control patients treated with dapsone. 
The improvement continued during the second year of 
treatment and 3 patients became bacteriologically nega- 
tive, while the 12 patients who had almost completed 
their third year of treatment continued to make good 
progress. There was no sign of drug resistance. Com- 
plications were few and not severe. Erythema nodosum 
occurred, but was not prominent or important. Several 
patients complained of neuritis, but only one suffered 
from it severely. Exacerbation of the disease did not 
occur to any significant extent. DPT proved to be well 
tolerated and is especially valuable in the treatment of 
patients unable to tolerate dapsone because of drug 
sensitivity, psychosis, persistent erythema nodosum, or 
neuritis, or in whom it invoked only a poor clinical 
response. 

Since one drawback of DPT is the need for daily 
administration a study was made of a twice-weekly 
dosage schedule, in which 16 patients were given up to 
4 g. twice weekly for various periods up to 7 months. 
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The results were satisfactory in some cases, but in the 
majority the clinical response was slower and less com- 
plete than in patients given daily treatment. In another 
series of 32 patients 2 g. of DPT was given daily in com- 


bination with weekly doses of dapsone ranging from 200 — 


to 600 mg. The results seemed to be superior to those of 
treatment with dapsone alone, but a longer trial would be 
necessary to demonstrate superiority to those with DPT 
alone. In 20 cases the combination of DPT with isonia- 
zid was well tolerated, but the clinical response in some 
cases was inferior to that of DPT alone. This study has 
shown that DPT is as active as dapsone and much less 
toxic or dangerous. For general use its expense is a 
handicap, but it should have a valuable place in the 
treatment of special cases and of patients who cannot 
tolerate dapsone. The paper concludes with brief 
reports from the medical officers at 6 other leprosy 
settlements in Nigeria. On the whole these workers 
reached conclusions similar to those of the authors. 
F. Hawking 


95. The Treatment of Leprosy with Cycloserine. 
(Traitement de la lépre par la D-cyclosérine) 

M. Pestet and L. CHAMBON. Presse médicale [Presse 
méd.] 65, 1791-1793, Nov. 6, 1957. 


This is a preliminary report on the treatment, carried 
out at the Institut Pasteur, Saigon, of a small series of 7 
cases of leprosy with the antibiotic cycloserine. The 
first 4 cases, which are described in some detail, were 
treated with cycloserine alone in doses of 0-25 g. three 
times a day for the first week and 0-25 g. twice daily 
thereafter. In one case during the first 2 weeks of treat- 
ment there were slight local and general reactions, but 
phenylbutazone, 0-1 g. daily, was given for these reactions 
and treatment with cycloserine continued; after 8 
months’ treatment there was marked clinical improve- 
ment and all smears were bacteriologically negative. 
In the other 3 cases there were again rather severe reac- 
tions and in one of these the dosage of cycloserine had 
to be reduced; in another case the reaction was success- 
fully controlled with phenylbutazone, but this drug had 
to be discontinued because of signs of cardiac failure. 

In the latest group of 3 patients the authors have tried 
giving cycloserine in a reduced dosage, starting with 
0:25 g. daily for a week, but even this low dosage has 


produced reactions. They therefore combined the 


administration of the antibiotic with an anti-inflammatory 
agent, and since the results with phenylbutazone left 
much to be desired, in their last 2 cases the authors have 
tried ‘‘ hydrocortensyl”’. The results have been good, 
but the period of observation is still too short to permit 
any fine assessment. They conclude that cycloserine 
is a valuable bactericidal agent in leprosy, but the prob- 
lem which remains is to control the lepra reactions which 
follow its use. William Hughes 


96. The Asiatic Cholera Epidemic of 1833 in Mexico 
C. A. Hutcuinson. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 37, 1-23, Jan.—Feb., 1958. Biblio- 


graphy. 
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97. The Use of Fat Emulsion as a Source of Calories 
in Patients Requiring Intravenous Alimentation 
H. Krieger, W. E. Aspott, S. Levey, and W. D. 


HOLDEN. Gastroenterology [Gastroenterology] 33, 807— 
816, Nov., 1957. 3 figs., 9 refs.. 


The efficacy of an improved fat emulsion as a source 
of calories for intravenous feeding was studied at the 
Western Reserve University School of Medicine, Cleve- 
land, Ohio. To 4 healthy dogs a diet providing 61 
Calories per kg. body weight daily was given for a control 
period, this diet containing 19-4°%% protein, 22-7% fat, 
53-4% carbohydrate, and 4:5°%% minerals and vitamins. 
The animals were then fed in whole or in part by intra- 
venous infusion of solutions providing the same nutrients, 
these being 5°%% protein hydrolysate in 10°% fructose, and 
15% fat emulsion in 4% glucose, given by a special 
iechnique throughout the 24 hours for 4 days at a time. 
Nitrogen balance was studied and changes in weight and 
.emperature were recorded during the control period and 
juring two experimental periods in which the animals 
received (1) the control diet without fat and a daily 
‘ntravenous infusion of fat emulsion, and (2) total intra- 
venous feeding. Only negligible reactions occurred. 
Sat given intravenously was as well utilized as fat given 
by mouth, weight and nitrogen balance remaining con- 
stant. During the period of complete intravenous feed- 
ing the nitrogen balance and body weight were only very 
slightly lower than in the control period. 

A similar method of feeding was tried on 10 patients 
after various types of gastro-intestinal operation, up 
to 3,000 ml. of hydrolysate and 600 ml. of fat emulsion 
being given daily by intravenous infusion at the rate of 
about 300 ml. an hour. There was a reduction in the 
nitrogen deficit, the nitrogen balance in some instances 
becoming positive, indicating that the infused fat was 
metabolized. H. E. Magee 


98. Iron Enzymes in Iron Deficiency. I. Cyto- 
chrome C 
E. BEUTLER. American Journal of the Medical Sciences 


[Amer. J. med. mae 517-527, Nov., 1957. 10 figs., 
26 refs. 


It has long been assumed that although the store of 
iron in the body is depleted in patients with iron-deficiency 
anaemia, the iron-containing enzymes are not affected. 
Recently it has been suggested that some of the symptoms 
which are usually considered to be due to anaemia— 
fatigue, headache, dyspnoea, and paraesthesiae—may in 
fact be due to deficiency of these tissue enzymes. In this 
paper from the Department of Medicine, University of 
Chicago, a study is reported of the cytochrome-C content 
of the liver and kidneys of normal and iron-deficient rats. 
Two groups of rats were fed respectively a normal and 
an iron-deficient diet, the latter group becoming anaemic. 
The animals were killed at 8 weeks, and the cytochrome-C 
content of the liver and kidneys was determined spectro- 
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photometrically. In the iron-deficient group the enzyme 
content of these organs was only 25% of that in the 
normal rats, although the haemoglobin level at the end 
of the experiment was only slightly lower. In a further 
experiment two groups of rats similarly fed were 
bled at intervals, the iron-deficient group again becoming 
anaemic. The rate of bleeding was reduced so that at 26 
weeks neither group was anaemic. In the iron-deficient 
group at this time the cytochrome-C content of the liver 
was markedly reduced and that of the kidneys was slightly 
reduced. 

The results of these experiments lend some support to 
the view that the symptomology of iron deficiency may 
be due to depletion of iron-containing tissue enzymes. 
It is possible, the author suggests, that symptoms due to 
enzyme deficiency may be present without anaemia, 
although there is as yet no proof of this. 


R. F. Jennison 


99. Chronic Vitamin A Intoxication. Report of a Case 
in an Older Child and Review of the Literature 
T. K. Ottver: A.M.A. Journal of Diseases of Children 


[A.M.A. Dis. Child.| 95, 57-68, Jan., 1958. 9 figs., 
44 refs. 


100. Iron Metabolism during Treatment of Idiopathic 
Haemochromatosis 


_ A. G. MacGrecor and W. N. M. Ramsay. Lancet 


[Lancet] 2, 1314-1316, Dec. 28, 1957. 4 figs., 12 refs. 


In this paper from the University of Edinburgh the 
authors describe the management of 6 male patients with 
.idiopathic haemochromatosis who were carefully studied 
by means of weekly determinations of the haemoglobin 
value, serum iron level, and total iron-binding capacity 
of the serum. Hepatomegaly and pigmentation were 
present in all cases, diabetes mellitus in 4, and hypo- 
gonadism in 5. Venesection, with withdrawal of 550 ml. 
of blood, was performed, usually at weekly intervals, 
over periods ranging from 6 months to 4 years. 

During treatment the haemoglobin concentration in _ 

the blood remained stable over periods of 9 to 30 months. 
In 5 of the patients in whom a state of incipient anaemia 
was produced a steep fall in the serum iron level to 
subnormal values preceded any persistent decrease in 
haemoglobin concentration by some 4 to 8 weeks; at 
the same time the total iron-binding capacity of the 
serum increased. (In the 6th patient the iron stores were 
not exhausted and these changes did not occur.) 

The authors recommend that regular massive vene- 
section should be stopped when these changes in the 
serum iron level and iron-binding capacity occur, and 
that subsequent venesections should be carried out at 
infrequent intervals—about three to four times annually; 
the frequency can be roughly predicted from the amount 
of iron removed during the initial period of venesection 
and the age at which symptoms first developed. 

I. McLean Baird 
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101. Digestive Disorders in Deported Persons. (Les 
troubles digestifs chez les déportés) 
P. Oury and J. Day. Presse médicale [Presse méd.] 65, 


2078-2081, Dec. 18, 1957. 


In a study of the diseases occurring in persons de- 
ported to German concentration camps during the war 
the authors, working at the Centre de Réforme in Paris, 
found that the first in importance were digestive dis- 
orders, which were among the earliest to occur in cap- 
tivity and were the largest single cause of death. Such 
disorders were liable to recur after repatriation and their 
sequelae to be a source of trouble for years afterwards. 
Hunger and infection were the prime causes of lesions 
which affected every part of the alimentary tract from the 
buccopharyngeal cavity down to the anus. Insufficient 
and indigestible food lacking in nutritive value induced 
a pitiful state of malnutrition and asthenia in the inmates 
of concentration camps, so that in overcrowded and 
insanitary conditions they succumbed readily to recurring 
epidemics of dysentery and typhoid fever. 

On examination of repatriated survivors atrophy of 
the mucosa along the entire length of the gastro-intestinal 
tract was a most constant feature. The atrophy 
responded to a strictly controlled, precisely graduated, 
and slowly progressive diet, and in time the mucosa 
generally resumed a completely normal appearance. 
Anatomical cure, however, was not by any means always 
accompanied either by fully normal function or by free- 
dom from sequelae. Gross departures from a strict 
regimen were sometimes rapidly fatal, while even slight 
deviations from it were commonly followed by attacks 
of diarrhoea lasting 8 to 10 days if treated and for several 
weeks if not. Peptic ulcer was diagnosed with increasing 
frequency among the victims in the years following 
repatriation, though its incidence was not greater than 
among returned prisoners of war. Many of the repatri- 
ates continued to suffer from nervous dyspepsia or to 
complain of multifarious symptoms of a hypochondriacal 
nature. 

The sequelae did not arise as isolated, clear-cut dis- 
orders of the gastro-intestinal.tract, but as functional 
disorders of digestion within the framework of a general 
condition described as the “ asthenia of deported per- 
sons”. This is a very real but complex syndrome, 
characterized by an easy mental and physical fatigu- 
ability accompanied by the classic symptoms of vaso- 
motor instability. The inhumane treatment meted out 
to deported persons, designed specifically to ensure the 
deepest mental degradation and the most abject physical 
misery, not only gravely disturbed every psychosomatic 
function, but also wrought many irreversible changes, 
and the fundamental basis of the “‘ asthenia of deported 
persons ” consists in over-all premature ageing. These 
people, while apparently restored to normal health, in 
fact have a capacity for work which is lower than the 
average, morbidity amongst them is higher than average, 
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they experience abnormal difficulty in making social 
adjustment, and they have a shorter expectation of life 
than their more fortunate contemporaries. 

E. S. Wyder 


102. The Use of ACTH and Adrenocorticosteroids in 
Diseases of the Digestive System. [Review Article] 

L. Zetzer. New England Journal of Medicine [New 
Engl. J. Med.) 257, 1170-1180, Dec. 12, 1957. Biblio- 


graphy. 


103. A New Diagnostic Sign in Acute Appendicitis. 
(Hossii cuMnTOoM ocTpoM 

S. I. Rizva8’. Kaunuyecxan Meduyuna [Klin. Med. 
(Mosk.)] 38, 145-146, No. 11, Nov., 1957. 


The author describes a new diagnostic sign in acute 
appendicitis, which he calls “‘ the respiratory sign”. It 
is elicited as follows: the patient, lying on his back, takes 
a deep inspiration and holds it for 20 to 30 seconds and 
then quickly expels it; in acute appendicitis this causes 
a sharp pain in the ileo-caecal region. The sign is absent 
in diseases of the kidneys, ureters, uterus, and ovaries 
and in extra-uterine pregnancy, which may cause symp- 
toms similar to those of appendicitis. The sign, which 
is especially valuable in children, is said to be present in 
the earliest stages of the disease, and its elicitation is 
safer and more reliable than manual pressure on the 
abdominal wall. Firman-Edwards 


OESOPHAGUS 


104. Studies of Ocsophageal Motility, with Special 
Reference to the Differential Diagnosis of Diffuse Spasm 
and Achalasia (Cardiospasm) 

A. M. OLsen and B. Creamer. Thorax [Thorax] 12, 
279-289, Dec., 1957. 10 figs., 20 refs. 


Ina further report (see Creamer et al., Gastroenterology, 
1957, 33, 293; Abstr. Wild Med., 1958, 23, 260) from the 
Mayo Clinic and Foundation concerning the diagnostic 
value, in disorders of swallowing, of recording oesopha- 
geal motility by means of intraluminal pressure tracings 
the authors compare the normal findings with those 
obtained in achalasia and in diffuse oesophageal spasm. 
The apparatus used consists of 3 water-filled poly- 
ethylene oesophageal tubes fastened together at their 
tips, each with a lateral opening at a different level and 
each connected proximally to a minute electromagnetic 
pressure transducer from which pressure changes are 
recorded graphically. [The number of subjects studied 
in each category is not stated.] . 

They find that the upper oesophageal sphincter in the 
region of the cricopharyngeus muscle behaves normally 
in achalasia and diffuse spasm. At rest it is a high- 
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pressure zone and on swallowing it relaxes and then con- 
tracts. In the body of the oesophagus the pressure is 
atmospheric in achalasia, but subatmospheric in nor- 
mal subjects and in diffuse spasm. On swallowing, the 
primary peristaltic wave normally passes down the length 
of the oesophagus, but in diffuse spasm it is replaced in 
ihe lower two-thirds by simultaneous, repetitive, and 
often forceful contractions. In achalasia the primary 


vave fails to develop, though there may be feeble, non- — 


propulsive contractions. The region of the cardia in 
.ormal subjects at rest is a high-pressure zone some 2-5 
cm. long. Resting tracings from this region in achalasia 
ond diffuse spasm are similar, but in the latter the zone 
ray be wider, “* especially if hiatal hernia is associated ”’. 
“Jormally on swallowing, the cardiac sphincter relaxes as 
tie primary peristaltic wave advances and contracts as 
tie wave passes through. In achalasia the authors find 
tat the sphincter contracts about 3 seconds after swal- 
lowing and there is a complete absence of relaxation. 
11 diffuse oesophageal spasm the cardia relaxes normally 
i response to swallowing, but its subsequent contraction 
ray be either early or too vigorous. They stress the 
\.lue of the “* mecholyl”’ (methacholine chloride) test 
ii; doubtful cases, an injection of this drug causing a 
s rong, sustained spasm of the oesophagus in achalasia, 
b it having no effect in normal subjects or patients with 
¢ ffuse oesophageal spasm. ‘ 

The authors are of the opinion that motility studies 
p-ovide the means for the definitive diagnosis of func- 
t onal disorders of the oesophagus and are more accurate 
an radiology. B. F. Swynnerton 


105. Surgical Treatment of Cardiospasm (Achalasia of 


the Esophagus) 

F.H. Exuts, A. M. OLsen, C. B. HOLMAN, and C. F. Cope. 
Jcurnal of the American Medical Association [J. Amer. 
med. Ass.] 166, 29-36, Jan. 4, 1958. 9 figs., 18 refs. 


The treatment of 55 patients with achalasia of the oeso- 
phagus by oesophagomyotomy (Heller’s operation) at 
the Mayo Clinic is reported, the condition being defined 
as one “‘ in which there is motor failure of the esophagus 
accompanied by failure of the lower esophageal sphincter 
to relax on swallowing”. Particular emphasis is placed 
by the authors on the theoretical distinction of supra- 
hiatal and infrahiatal portions of the lower oesophageal 
sphincter, and although the myotomy which they advo- 
cate is a long one, they take care to preserve the infra- 
hiatal portion so as to reduce the incidence of the com- 
plication of postoperative reflux oesophagitis—which 
in fact occurred in only one case in their series. 

There were 28 male and 27 female patients, ranging 
in age from 4 to 76 (average 43) years, though the majority 
were in the 3rd and 4th decades. The average duration 
of symptoms was 10 years, with extremes of 3 months 
and 44 years. Repeated dilatation by means of bougies 
and hydrostatic dilators had previously been carried out 
in 42 cases. The remaining 13 were treated primarily by 
operation for a variety of reasons—some were considered 
psychologically unsuitable for dilatation, in others the 
presence of a huge megaoesophagus rendered dilatation 
difficult and dangerous, while others had associated 


defects such as diaphragmatic hernia or oesophageal 
diverticula. 

The authors’ surgical technique is briefly but adequately 
described. A transthoracic approach is preferred, and 
care .is taken to preserve the vagus nerves and the dia- 
phragmatic hiatus. As stated above, while the longitu- 
dinal incision extends well up the oesophagus, its lower 
end extends towards the stomach only far enough to 
divide the supradiaphragmatic sphincter. There was no 
operative mortality. Among the 45 patients treated 
before 1957 and followed up for periods ranging from 
4 months to 74 years the results were classified as excel- 
lent in 26 (58°%), good in 12 (27%), and fair in 5 (11%), 
with no relief of symptoms in 2 (47%), the criteria of 
classification being rigidly defined. In 2 cases the 
patient’s condition has retrogressed during the follow-up 
period and in 4 it has improved spontaneously. One 
patient has been improved by bouginage since the 
operation. An attempt to correlate the final result with © 
age, duration of symptoms, and size of oesophagus was 
unproductive. Postoperative radiological studies of 35 
patients showed diminution of the oesophageal calibre 
in 17 and delay in the passage of barium into the stomach 
in 13. Some interesting studies of pre- and postoperative 
oesophageal motility are reported. 

Andrew M. Desmond 


STOMACH AND DUODENUM 


106. Gastric Secretion following Resection of the Antrum 
and Proximal Duodenum 

J. L. Srusse. Gastroenterology [Gastroenterology] 33, 
693-702, Nov., 1957. 1 fig., 34 refs. 


In this paper from the Walter and Eliza Hall Institute 
of Medical Research and the Royal Melbourne Hospital, 
Victoria, Australia, the author reports a study of gastric 
secretion in 39 patients before and after operation for 
chronic duodenal or pyloric ulcer, the surgical procedure 
including excision of the gastric antrum, pylorus, and 
most of the first part of the duodenum, followed by an 
end-to-end anastomosis. A Ryle tube was introduced 
into the fasting stomach and the total gastric secretion 
was aspirated and measured. After stimulation of 
secretion with gruel, histamine, and insulin, gastric 
aspiration was carried out at half-hourly intervals for 
2 hours, the aspirate being examined for volume, acidity, 
colour, and pepsin concentration, except after gruel 
stimulation, when the volume and pepsin content were 
not determined. The stimulants were 0-3 mg. of hista- 
mine base injected subcutaneously, 16 units of soluble 
insulin injected intravenously, and one pint (568 ml.) of 
thin gruel by mouth. The inter-digestive phase of acid 
secretion was tested from 10 p.m. to 6 a.m., total aspira- 
tion being carried out at the beginning of this period and 
at intervals of one hour thereafter. In each test the total 
volume of the individual aspirations was taken as the 
representative volume for that test. Mean figures for 
volume, units of free acid, and pepsin units were calcu- 
lated for the four stages relative to the operation. 

Before operation hypersecretion, as evidenced by large 
volumes of aspirate with high levels of acidity, both 
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when fasting and after stimulation, was present in most 
of the patients. The early postoperative values for 
gastric secretion after stimulation with histamine showed 
no appreciable change from the values before operation. 
After insulin stimulation also there was no significant 
reduction in volume, acidity, or pepsin content. After 
the gruel test a moderate fall in the acidity of the gastric 
aspirate was noted; the overnight tests revealed a slight 
reduction in the highest acidity and a moderate increase 
in volume of the aspirate, the latter being due probably 
to the increased content of biliary fluid which was also 
found in these early postoperative specimens. 

When the tests were repeated 2 and 6 months after 
operation there was a reduction in acid secretion after 
insulin and histamine stimulation without a correspond- 
ing decrease in pepsin concentration. The gruel test 
revealed a continued fall in gastric acidity to reach a low 
figure 6 months after operation. The results of over- 


night tests showed that there was a continued slight fall. 


in acidity, and that the volume was well below the pre- 
operative level. 

It is concluded that, unlike the findings in dogs and 
some other animals, the gastrin mechanism in man is of 
little importance in the gastric, cephalic, and inter- 
digestive phases of gastric secretion unless gastrin is 
produced in areas other than those resected. 

T. J. Thomson 


107. An Evaluation of Radiology and Gastroscopy in 
the Differential Diagnosis of Gastric Ulcer 

A. E. Dacrapi and D. E. JoHNsON. Gastroenterology 
[Gastroenterology] 33, 703-713, Nov., 1957. 18 refs. 


The comparative value of radiology and of gastroscopy 
in determining the nature of gastric ulceration was 
studied in 100 consecutive patients at the Veterans 
Administration Hospital, Long Beach, California. In 
95 cases the ulcers were benign, in 2 there were ulcerating 
lymphomata (Hodgkin’s disease), and in one a carcino- 
matous ulcer. Operation was performed in 65, permit- 
ting histological diagnosis of the condition; in the 
remaining 35 the lesion was assumed to be benign since 
complete healing occurred during the period of observa- 
tion. 

In 17 cases no gastric ulcer was seen on gastroscopy; 
the lesions in all these cases were situated on the posterior 
wall of the stomach, most of them close to the lesser 
curvature. The gastroscopic diagnosis of the nature of 
the lesion was correct in 73 cases, incorrect in 6, and 
indefinite in 4, the errors being due to inability to differ- 
entiate between inflammatory and neoplastic infiltration 
around an ulcer, failure to view the complete ulcer, or 
misleading nodular benign inflammatory reaction in the 
base of the ulcer. Radiographs failed to reveal the gastric 
ulcer in 12 cases; of the remaining 88 cases, the radio- 
logical diagnosis was correct in 54, incorrect in 15, and 
indefinite in 19. 

The authors emphasize that these two methods of diag- 
nosis are complementary, and that when both are em- 
ployed the number of patients with gastric ulcer subjected 
to surgery primarily for diagnostic purposes will be 
appreciably reduced. T. J. Thomson 


LIVER 


108. Management of Hepatocerebral Intoxication 

R. T. MANNING and M. De.p. New England Journal of 
Medicine [New Engl. J. Med.| 258, 55-62, Jan. 9, 1958. 
6 figs., 44 refs. 


The term hepatocerebral intoxication is used by the 
authors to describe the clinical syndrome of actual or 
impending hepatic coma [portal-systemic encephalo- 
pathy]. The development of this condition is intimately 
related to elevation of blood and tissue levels of ammonia. 
Assuming that the increased ammonia levels may be 
partly responsible for the mental changes, the authors 
have treated 31 episodes of hepatocerebral intoxication 
in 24 patients at the University of Kansas Medical 
Center, Kansas City, with a regimen the aim of which 
was both to reduce the formation of ammonia and to 
clear it from the circulating blood. Formation of 
ammonia was reduced by the conventional measures of 
reducing protein intake, controlling haemorrhage, purga- 
tion, and sterilization of the bowel by the administration 
of broad-spectrum antibiotics, while L-arginine was 
administered in doses up to 40 g. a day intravenously to 
aid the enzymatic conversion of ammonia to urea. 

In most of the 11 patients who survived (46°%) a fall 
in venous blood ammonia levels and a rise in the blood 
urea content were observed during recovery. These 
changes were attributed partly to the administration of 
arginine, the results being better than those obtained in a 
previous series of patients treated without arginine. 
There was no close correlation, however, between the 
venous blood ammonia level and the clinical state of the 
patient. David N. S. Kerr 


109. Fatty Liver of Endocrine Origin: with Special 
Reference to Fatty Liver of Malnourished African Infants 
J. GILLMAN and C. Gitpert. British Medical Journal 
[Brit. med. J.] 1, 57-63, Jan. 11, 1958. Bibliography. 


One of the main features of florid kwashiorkor and 
pellagra in African infants is an intensely fatty liver, which 
in the severe stage may contain over 40°% of total lipids. 
The rapidity of development of this fatty change suggests 
that there are two stages in the development of these 
diseases, the first of which, due to chronic malnutrition, 
is not associated with fatty liver, but affects the reactivity 
of the infant, with the result that some additional factor 
or factors, such as a mild intercurrent infection or gastro- 
intestinal upset, may precipitate the second stage, which 
is associated with the fully developed clinical picture 
and the rapid development of fatty change in the liver. 
It has been suggested by Davies and by Trowell et al. 
that the fatty liver is the result of “‘ an almost complete 
suppression of the pancreatic enzymes from the gut ”’. 

In an attempt to elucidate further the mechanism of 
development of fatty liver in infantile pellagra and 
kwashiorkor the present authors have carried out a 
series of experiments at the University of the Witwaters- 
rand, Johannesburg, on baboons, the results of which 
are fully described in this long paper and the object of 
which was to demonstrate the effects of various endocrine 
factors on fat metabolism and the development of a fatty 
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liver. The investigations were carried out on a total of 
29 baboons, 9 of which underwent complete pancreatec- 
tomy and were subsequently kept alive with insulin, 4 of 
them undergoing complete hypophysectomy 4 to 15 
months later. Total thyroidectomy was performed on 
13 animals and hypophysectomy without pancreatectomy 
cn 5 others, while in the remaining 2 the stalk of the 
p tuitary was severed and a platinum plate inserted to 
prevent the re-establishment of vascular connexions. 
The effect of these operations and of the subsequent 
aiministration of cortisone, thyroxine, or both on the 
liver, as judged from serial biopsies, was studied. 

The authors describe their purpose as: “ (1) to em- 
p .asize the importance of insulin, cortisone, and also of 
thyroxine in the pathogenesis of hepatic steatosis; (2) to 
demonstrate that in the presence of adequate thyroxine 
th: mobilization of fat, even when excessive, will not 
result in a fatty liver; and (3) to suggest that the fatty 
liver of malnourished African infants is dependent not 
sc much on the atrophy of the exocrine part of the pan- 
cr:as as on the emergence of a particular endocrine 
pl ysiology, the overall effect being a relative adreno- 
cevtical hyperactivity, accompanied by a relative or 
atsolute depression of insulin”. In their experiments 
it was demonstrated that although various hormones 
at'ected fat metabolism, the liver became fatty only if 
insulin was relatively or absolutely deficient and if an 
acequate supply of adrenocortical hormone was avail- 
abie. Resolution of a fatty liver was promoted in certain 
circumstances by thyroxine which, in excess and in associ- 
ation with insulin, increased the mobilization and oxida- 
tion of fat. On the other hand insulin and cortisone 
were shown to stimulate the synthesis and storage of fat. 

These findings are discussed at length and in relation 
to the acute development of fatty liver in kwashiorkor, 
which, it is suggested, “‘ might be related to an acute 
endocrine disturbance involving the islets of Langerhans, 
the adrenal cortex, and the thyroid gland, and not neces- 
sarily to atrophy of the exocrine part of the pancreas ”’. 

{It is impossible in an abstract to attempt any detailed 
account of the authors’ many experiments, which clearly 
involved highly skilful surgery and expert observation 
over many months. The original paper must certainly 
be carefully studied for the full implications of this 
important work to be grasped.] J. W. McNee 


110. Neomycin in the Treatment of Hepatic Coma 
A. M. Dawson, Js MCLAREN, and S. SHERLOCK. Lancet 
[Lancet] 2, 1263-1268, Dec. 21, 1957. 3 figs., 25 refs. 


At Hammersmith Hospital (Postgraduate Medical 
School of London), neomycin in a dosage of 4 to 10 g. 
daily was administered by mouth to 8 patients with 
chronic portal~systemic encephalopathy and 12 patients 
with acute hepatic coma with the aim of reducing the 
breakdown of nitrogenous materials by bacteria in the 
gut. In the larger group the treatment was followed by 
improvement in the mental state, loss of tremor and 
foetor, and improvement in the electroencephalogram, 
though the tracing did not usually return to normal. 
The arterial blood ammonia level fell during the first 
week, but usually rose again despite the continuation of 


treatment, but without any deterioration in the clinical 


condition. Mild diarrhoea was common, but the bene- 
ficial results were not due only to purgation, as even 
drastic purges were less effective than neomycin in 3 
patients tested. The stools were not sterilized, but 
Escherichia coli usually disappeared from them. Resist- 
ant strains of Esch. coli appeared in 3 cases and oral 
moniliasis in another, but no neomycin-resistant staphylo- 
cocci were isolated. Patients whose protein intake had 
previously been severely restricted were able to take a 
more adequate quantity in their diet (50 g. a day) during 
long-term neomycin therapy. 

Of the 12 patients with acute hepatic coma, 7 improved 
under neomycin therapy, which was considered to have 
contributed to the improvement although other forms of 
treatment were used simultaneously. Severe diarrhoea 
attributed to local irritation of the bowel occurred in 2 
cases; there was no evidence of nephrotoxicity in any of 
the patients. 

Neomycin therapy is recommended in all cases of acute 
hepatic coma and in patients with the chronic syndrome 
who are not controlled by dietary restriction alone. 

David N. S. Kerr 


111. Effect of L-Arginine on Elevated Blood Ammonia 
Levels in Man 

J. L. Faney, D. NATHANS, and D. RAIRIGH. American 
Journal of Medicine [Amer. J. Med.] 23, 860-869, Dec., 
1957. 4 figs., 22 refs. 


The authors, working at the Clinical Center of the U.S. 
National Institutes of Health, Bethesda, have studied the 
effect of L-arginine, given intravenously over 1 to 2 hours, 
on the raised blood ammonia level found in patients with 
liver disease or in healthy subjects after the administra- 
tion of ammonium salts or glycine. In 8 patients with 
advanced liver disease the arterial blood ammonia level 
exceeded that in venous blood and correlated better with 
the clinical status. In these patients administration of 
L-arginine had no significant effect either on the blood 
ammonia level or on the clinical signs. L-Arginine also 
had no effect on the raised blood ammonia level of nor- 
mal subjects given ammonium salts intravenously, but it 
did reduce the elevated blood ammonia levels which 
resulted from infusion of glycine or amino-acid mixtures 
deficient in arginine. 

The authors consider that L-arginine acts through the 
Krebs urea cycle to prevent the release of endogenous 
ammonia from the liver, so that it does not affect the 
rise in level due to exogenous ammonia. Their findings 
suggest that ammonia intoxication in liver disease is 
mainly of the latter type. 

[This study seems scientifically impeccable, but 7 of 
the 8 patients with ‘“‘ advanced liver disease and 
encephalopathy ” were suffering from malignant infiltra- 
tion of the liver, and it is not certain that similar results 
would have been obtained in patients with viral hepatitis 
or hepatic cirrhosis.] P. C. Reynell 


112. Chronic Idiopathic Jaundice. A Review of Fifty 
Cases. [Review Article] 

I. N. Dustin. American Journal of Medicine [Amer. J. 
Med.) 24, 268-292, Feb., 1958. 1 fig., 34 refs. 
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113. Atherosclerotic Occlusion of the Abdominal Aorta 
and lliac Arteries: a Study of 105 Patients 

J. J. Massarecyi and J. E. Estes. Annals of Internal 
Medicine [Ann. intern. Med.] 47, 1125-1137, Dec., 1957. 
1 fig., 1 ref. 


From the records of 105 patients with clinical mani- 
festations of aorto-iliac occlusion, data were obtained 
on age, sex, cause of occlusion, associated diseases, symp- 
toms, physical findings, and results of laboratory and 
roentgenographic tests. Then the prognosis of untreated 
aorto-iliac occlusion was studied in relation to these data. 
Prognosis was considered in terms of survival, cause of 
death, amputation of one or both limbs, and ischemic 
manifestations of the lower limbs. In general, the sur- 
vival rate for persons with this syndrome was somewhat 
less favorable than for a “ normal” group of corre- 
sponding age. The causes of death were predominantly 
vascular (myocardial and cerebral). Ischemic mani- 
festations in the lower limbs occurred relatively in- 
frequently. 

The data obtained are utilized to formulate a rational 
approach to selection of patients for aortic-iliac opera- 
tions. In addition, the data may be used to evaluate the 
efficacy of and need for such treatment.—[Authors’ 
summary.] 


114. Splenic Venography and Intrasplenic Pressure Mea- 
surement in the Clinical Investigation of the Portal Venous 
System 

M. D. Turner, S. SHERLOCK, and R. E. STEINER. Ameri- 
can Journal of Medicine [Amer. J. Med.] 23, 846-859, 
Dec., 1957. 13 figs., 43 refs. 


In a study carried out at the Postgraduate Medical - 


School of London on 109 patients, of whom 73 had 
hepatic cirrhosis, 10 biliary cirrhosis, 12 extrahepatic 
portal venous obstruction without cirrhosis, and 14 had a 
variety of diseases, the intrasplenic pressure was measured 
and percutaneous splenic venography performed on 
126 occasions. The two procedures were usually carried 
out consecutively, and the methods are described. Jaun- 
dice and clinical evidence of a tendency to bleeding were 
contraindications, but an impalpable spleen was not. 
The only significant complication was transient local 
pain, probably due to slight intraperitoneal haemorrhage, 
but in 4 cases the bleeding was severe enough to require 
blood transfusion. Measurements of the splenic pressure 
taken at different sites in the same patient agreed closely. 

The main indication for these investigations was sus- 
pected portal hypertension, the diagnosis of which could 
be confirmed by the finding of a raised splenic pressure 
and the demonstration of portal systemic collateral veins. 
The site of the block could usually be located and surgery 
planned accordingly, although in a few cases a patent 
portal vein was not demonstrated by venography. 
Splenic venography was of value in demonstrating large 
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collateral vessels in patients with suspected chronic por- 
tal-systemic encephalopathy, in detecting filling defects 
in the liver due to tumour, and in evaluating the rare 
cases of ascites associated with extrahepatic portal 
venous obstruction. P. C. Reynell 


115. A Method of Study of the Pulmonary Circulation 
in Finger Clubbing 

L. Cupkowicz and D. G. WrairH. Thorax [Thorax] 
12, 313-320, Dec., 1957. 3 figs., 24 refs. 


The senior author has previously reported that in 
patients with clubbing of the fingers pre-capillary anasto- 
moses can be demonstrated anatomically in the lungs, 
In the study described in this paper from St. Thomas’s 
Hospital, London, an attempt was made to demonstrate 
these anastomoses in patients with marked clubbing of 
the fingers or toes by means of catheterization of the pul- 
monary arteries and the measurement of oxygen satura- 
tion and blood pressure in the branches of the pulmonary 
arteries. 

The series included 33 patients suffering from a variety 
of diseases (the clinical features in 24 have already 
been described (Brit. J. Tuberc., 1957, 51, 14; Abstr. 
Wld Med., 1957, 21, 402)), 5 of whom had no clubbing 
and were included for control purposes. Samples of 
blood from one or more lobar branches of the pulmonary 
arteries in 16 cases showed oxygen saturations signifi- 
cantly higher than those in samples taken from the main 
artery and the right ventricle. In 12 of these high figures 
were noted in one branch only and the blood pressures 
were normal. In 4 patients no abnormalities of oxygen 
saturation were found in the only lobe explored. A 
raised pulmonary arterial pressure was observed in 4 
cases, in 3 of which there was a high oxygen saturation 
of blood in the lobar branches suggestive of pre-capillary 
anastomoses. None had severe anoxia or heart failure. 

The findings suggest that the common denominator in 
the various pulmonary diseases associated with clubbing 
is pre-capillary anastomoses. A. Gordon Beckett 


116. The Electroencephalogram in Patients Undergoing 
Open Intracardiac Operations with the Aid of Extra- 
corporeal Circulation 

R. A. Tueye, R. T. PAtrick, and J. W. KirRKLIN. Jour- 
nal of Thoracic Surgery {J. thorac. Surg.) 34, 709-711, 
Dec., 1957. 5 figs., 8 refs. > 


The electroencephalograms [EEG] of 100 patients 
undergoing open intracardiac operations with the aid of 
extracorporeal circulation at the Mayo Clinic have been 
reviewed. The EEG pattern characteristic of light ether 
anesthesia predominated in all patients before, during, 
and after perfusion. Alterations in the EEG not associ- 
ated with increased depth of anesthesia occasionally 
occurred with known or presumed reductions in cerebral 
blood flow. A transient alteration in the EEG frequently 
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occurred with the onset of perfusion and was probably 
based on the lowered temperature of blood in the arterial 
line. The EEG isa useful monitoring device.—[Authors’ 
summary. ] 


117. Acetyl Strophanthidin Used as a Measure to 
Evaluate the Status of Digitalization 

D. VON CAPELLER and T. N. STERN. American Heart 
Journal [Amer. Heart J.| 55, 8-17, Jan., 1958. 3 figs., 
12 refs. 


In 1954 Lown and Levine (New Engl. J. Med., 250, 866) 
proposed the use of acetyl strophanthidin, a cardiac 
glycoside rapid in action and excretion, to overcome the 
difficulty of distinguishing between symptoms due to 
digitalis intoxication and those of severe myocardial 
decompensation. At the City of Memphis Hospitals 
(University of Tennessee) the present authors have fur- 
ther evaluated this procedure. The drug was injected 
slowly intravenously in doses of 0-1 mg. at 5-minute 
intervals until vomiting or electrocardiographic abnor- 
malities, such as ventricular premature systoles or tachy- 
cardia and atrio-ventricular block, occurred. The dose 
required was found to be inversely proportional to the 
level of digitalization, 0-3 mg. or less implying that the 
patient was fully digitalized and 1-1 mg. or more indi- 
cating that redigitalization was required. Intravenous 
infusion of potassium chloride was also tried for com- 
parison in some patients in whom digitalis intoxication 
was suspected. 

A total of 21 tests on 20 patients showed that digitalis 
intoxication was present in 2, adequate digitalization in 
3, while in 15 redigitalization was required. Follow-up 
examination of these patients confirmed the accuracy of 
the assessment, whereas the infusion of potassium 
chloride was found to be unhelpful. No fatalities 
occurred, although it is noted that ventricular fibrillation 
is a possible hazard. It is concluded that the use of 
acetyl strophanthidin is of considerable value in deciding 
whether digitalis should be given or withheld in severely 
ill patients in congestive heart failure 

Gerald Sandler 


118. A Disposable Unitized Plastic Sheet Oxygenator 
for Open Heart Surgery 

V. L. Gort, R. D. SELLERS, R. A. DEWALL, R. L. VARCco, 
and C. W. LitLeHe!. Diseases of the Chest [Dis. Chest] 
32, 615-625, Dec., 1957. 3 figs., 10 refs. 


The authors describe a simple, satisfactory, and in- 
expensive oxygenator of the bubble type which, in con- 
junction with a pumping system, is intended for use in 
the performance of open heart surgery and also for other 
medical emergencies, such as coronary thrombosis or 
resection of aneurysms. A similar apparatus has been 
used since 1955 at the University of Minnesota Hospitals, 
Minneapolis, in more than 350 intracardiac operations 
(see Gott et al., Thorax, 1957, 12, 1; Abstr. Wid Med., 
1957, 22, 192). 

The device now described and illustrated consists of 
two sheets of polyvinyl plastic heat-sealed so as to 
delineate the various chambers and channels—a vertical 
mixing tube, a siliconized debubbling chamber, and a 


settling chamber for removal of any remaining bubbles. 
The lower end of the mixing tube, which receives venous 
blood by gravity drainage from the venae cavae and from 
a “cardiotomy sucker ”’, is fitted with an oxygen dis- 
perser. The arterial outflow passes from the distal end 
of the settling chamber through a filter, and just before 
this is a built-in thermostat which controls heat lamps; 
the potential dangers of allowing the blood to cool are 
emphasized. The whole oxygenator is suspended from 
a spring balance with a large dial so that the blood volume 
can be easily read and kept constant. A flow of up to 
1,500 ml. of blood per minute can be obtained. This 
modified oxygenator was evolved as the result of experi- 
ments on over 70 dogs and has since been used on 11 
patients undergoing open cardiac surgery. The method 
of carrying out the perfusion is described in detail. An 
arterial flow of 50 to 75 ml. per kg. body weight per 
minute is obtained by a special pump with multiple cam- 
operated metal fingers. The oxygenator is primed with 
2 pints (946 ml.) of heparinized blood at slightly above 
body temperature and 100°% oxygen is then bubbled 
through. At the end of the perfusion the patient is given 
protamine sulphate in a dosage equal to double that of 
heparin given. 

Biochemical estimations carried out during perfusion 
gave satisfactory results, there being a small fall in the 
plasma bicarbonate level, with an oxygen saturation of 
96 to 98°%. Haemolysis was slight, its degree depending 
largely on the suction pressure of the cardiotomy sucker. 
Of the 11 patients, 9 had a ventricular septal defect. In 
none were there any neurological sequelae and in all 
cases the oxygenator proved very satisfactory. Four 
patients have died, one from heart block, 2 from circula- 
tory failure due to high pulmonary vascular resistance, 
and one from an unsuspected septal defect, but the other 
7 are alive and well. M. Meredith Brown 
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119. The Electrocardiogram in Aortic Stenosis 
Z. H. Appin. British Heart Journal (Brit. Heart J.] 20, 
31-40, Jan., 1958. 9 figs., 9 refs. 


From a study of 25 living patients at Hammersmith 
Hospital (Postgraduate Medical School of London), of 
the records of 9 other living patients whose cases have 
been reported by others, and of those of 19 patients who 
came to necropsy the author concludes that inversion of 
the T wave in the left ventricular leads is the most striking 
electrocardiographic abnormality in aortic stenosis. The 
depth of the T-wave inversion bore a close relationship to 
the severity of the stenosis and was found to be of value 
in clinical assessment. The change in the T wave is in 
striking contrast to the findings in coarctation of the 
aorta and in hypertension without associated ischaemic 
heart disease, but a similar T-wave inversion is found in 
hypertension associated with ischaemic heart disease. 
In other words, in the absence of coronary arterial 
disease a deeply inverted, asymmetrical T wave in the 
left ventricular leads is highly suggestive of aortic 
stenosis. It is considered that in aortic stenosis these 
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T-wave changes are due to ischaemic changes in the 
myocardium resulting from impaired coronary blood 
flow, which in turn is the result of the valvular obstruc- 
tion. One argument in favour of this hypothesis is that 
the same changes are found in children and adolescents 
with aortic stenosis, in whom coronary disease is un- 
likely to be present. William A. R. Thomson 


120. The Electrocardiogram in Pulmonary Embolism 
R. H. Cutrortu and S. Oram. British Heart Journal 
[Brit Heart J.| 20, 41-60, Jan., 1958. 6 figs., 32 refs. 


This paper from King’s College Hospital, London, is 
based on a study of the electrocardiograms (ECGs) in 
50 undoubted cases of pulmonary embolism obtained 
from the records of 4 hospitals, from which the authors 
conclude that “ more assistance can be obtained from 
electrocardiography in the diagnosis of pulmonary em- 
bolism than is commonly believed ”’. 

They describe 12 different changes found in the ECG in 
such cases. These changes fall into 8 common patterns, of 
which the following 3 are considered to be diagnostic of 
pulmonary embolism: (1) $1 Q3 T3 plus right ventricular 
T-wave inversion; (2) S1 T3 or T3 plus right ventricular 
T-wave inversion; and (3) S1 Q3 T3 plus right bundle- 
branch block. The other 5 patterns are highly sug- 
gestive of the diagnosis when considered in relation to 
the clinical history. As the changes do not necessarily 
appear in all leads or simultaneously, it is emphasized that 
a 12-lead ECG should always be taken and the record 
repeated later if doubt still exists. 

[An outstanding contribution to an important prob- 
lem, which should be studied in detail by all clinicians.] 

William A. R. Thomson 


121. Electrocardiographic Diagnosis of Right Ventricu- 
lar Hypertrophy in Infancy and Childhood 

A. HoLtMAN. British Heart Journal (Brit. Heart J.] 20, 
129-136, Jan., 1958. 5 figs., 24 refs. 


In childhood, and particularly in infancy, the criteria 
for the electrocardiographic (ECG) diagnosis of right 
ventricular hypertrophy must differ from those valid 
for adults. At birth the wall of the right ventricle is 
almost as thick as that of the left ventricle (ratio 6:7); 
the change towards adult proportions (ratio 1:2) is 
relatively quick in the first few months of life, but 
becomes more gradual over the next few years. 

In the study here reported from the Children’s Hos- 
pital (McGill University), Montreal, 6 criteria for the 
diagnosis of right ventricular hypertrophy in children 
aged one month to 15 years were adopted and these were 
tested for reliability by reviewing the ECGs of 29 children 
of various ages with congenital heart disease in whom 
right (but not left) ventricular hypertrophy had been 
confirmed at necropsy; 19 (66°) of these children were 
under one year, the age at which right ventricular hyper- 
trophy is most difficult to diagnose. The most useful 
single criterion, positive in three-quarters of the cases, 
was based on the ratio of R wave to S wave in Lead V1. 
For subjects at various ages the following ratios were 
taken as indicating hypertrophy: from 1 to 3 months, 
7-0; 4 to 11 months, 4:5; 1 to 2 years, 2:5; 3 to 


5 years, 2:0; and over 6 years, 1:5. The second most 
useful sign was the presence in Lead aVR of an R wave 
as big as, or bigger than, the Q or S wave. Other criteria 
were based on the R:S ratio in Lead V5, a P wave over 3 
mm. tall in Lead II, an electrical axis greater than +120 
degrees, and the presence of a Q wave in Lead V1. The 
study showed that in 25 (86°%) of the 29 cases reviewed 
2 or more of the criteria were fulfilled, one criterion in 3, 
and in only one case was none fulfilled. The certain 
diagnosis of right ventricular hypertrophy below the age 
of 3 months, however, remains difficult. J. A. Cosh 


122. The T-a Wave of the Adult Electrocardiogram: an 
Expression of Pulmonary Emphysema 

R. H. WASSERBURGER, V. G. WARD, R. E. CULLEN, H. K. 
Rasmussen, and J. H. Juni. American Heart Journal 
[Amer. Heart J.] 54, 875-886, Dec., 1957. 8 figs., 19 
refs. 


The relationship to pulmonary emphysema of changes 
in the P wave and the T-a wave of the electrocardiogram 
(ECG) was studied at the Veterans Administration and 
University of Wisconsin Hospitals, Madison. The diag- 
nosis of emphysema was made, whenever possible, both 
on the basis of radiographical appearances and of the 
results of lung function tests, the criteria used in each 
case being stated. The degree of emphysema was 
estimated as minimal, moderate, or severe on a functional 
basis and also from the general appearance of the radio- 
graph, and the two ratings were compared. 

Out of 1,920 routine ECGs from patients at the 
Veterans Administration Hospital (most of whom were 
admitted with pulmonary disease), 133 showed abnormal 
depression of the T—a wave (0-5 mm. or more in Lead IT). 
Moderate or severe emphysema was diagnosed after 
investigation in 113 of these 133 patients. Of the 
remaining 20, 10 were under 30 years of age and had 
moderate sinus tachycardia; in 4 of these T-a-wave 
depression disappeared when the heart rate fell below 90 
per minute. [It is not stated how many of the 1,787 
patients whose ECG showed no significant T-—a-wave 
depression had significant emphysema.] The existence 
of emphysema was diagnosed both from radiographic 
appearances and lung function data in 76 (949%) of the 
82 instances in which both were available. 

The amplitude and duration of the P wave, depression 
of the T-a wave, and radiological changes were surveyed 
in 60 additional cases of moderately severe or severe 
emphysema selected by means of lung function tests. In 
32 out of the 49 in which the heart rate was 100 or less 
per minute and in 8 out of the 11 in which the rate was 
above that level the ECG showed T-a-wave depression 
of 0-75 mm. or more. In 7 instances of short P-R 
interval (0-12 second or less) gross depression of the suc- 
ceeding R-ST segment was found. X-ray diagnosis 
agreed with that from pulmonary function data in 58 
(96:7%) of the 60 cases. é 

A series of 1,228 routine ECGs taken at the Heart 
Station of the University Hospitals was then surveyed to 
determine whether significant emphysema could be 
diagnosed from exaggerated T—a-wave depression in the 
ECG, to establish the mean adult P-wave amplitude, 
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and to evaluate T—a-wave configuration in patients with 
diagnoses other than primary pulmonary disease. Ab- 
normal depression of the T—a wave was found in 69 cases, 
and in 34 of these there was radiographic evidence of 
moderate or severe emphysema. The average amplitude 
of the P wave in the whole group was 0-97 mm., but in the 
selected group of 69 cases it was 1-70 mm. with a heart 


per minute. 

The authors conclude that clinically evident pul- 
monary emphysema, alone and exclusive of chronic cor 
pulmonale, may alter the repolarization pattern of auricu- 
lar muscle. This is evidenced by increased P-wave 
amplitude and exaggerated T-a-wave depression in 
lead II, a short P-R interval with gross depression of 
tie succeeding RST segment having a similar signifi- 
cance, and the mechanism and interpretation of these 
cnanges is discussed. They also suggest that the diag- 
nosis of pulmonary emphysema by radiological means is 
h ghly accurate. Celia Oakley 


1.3. Left Heart Catheterization by the Transbronchial 
Route. Technic and Applications in Physiologic and 
Diagnostic Investigations 

A. G. Morrow, E. BRAUNWALD, J. A. HALLER, and 
E. H. SHarp. Circulation [Circulation] 16, 1033-1039, 
Dec., 1957. 5 figs., 11 refs. 


The authors report that transbronchial catheterization 
of the left heart has now been performed more than 500 
times on patients with heart disease at the U.S. National 
Heart Institute, Bethesda, Maryland. The procedure, 
which has also been carried out on 15 patients with 
normal hearts undergoing bronchoscopy for other rea- 
sons, is described as follows. After the patient has 
fasted for 6 hours pethidine, scopolamine, and a bar- 
biturate are administered. One hour later the local 
anaesthetization of the hypopharynx, larynx, and trachea 
is obtained by the injection of 3 ml. of 1% tetracaine 
hydrochloride and a standard 7- or 8-mm. bronchoscope 
is then introduced and advanced to the carina. The 
puncture is made through the anterior wall of the left 
main bronchus | to 2 cm. from the carina, using a special 
needle assembly consisting of a 17-gauge needle pro- 
jecting 6 cm. from an outer tube of stainless steel 4-5 mm. 
in outside diameter and 50 cm. long. After the assembly 
has been filled with saline the projecting needle is inserted 
through the bronchus to its full length. Entry into the 
left atrium is indicated by a sudden lessening of resistance. 
The left atrial pressure having been recorded with an 
appropriate manometer, a_ saline-filled polyethylene 
catheter (inside diameter 0-58 mm., length 100 cm.) is 
then introduced into the proximal end of the assembly 
and is slowly advanced into the left atrium and ventricle 
inturn. Left ventricular pressure is recorded, followed 
by withdrawal tracings across the mitral valve. The 
whole procedure is usually completed in 5 to 10 minutes. 

The authors have found that left heart catheterization 
by this method is remarkably free from complications. 
This is partly due to the fact that the needle does not 
normally traverse the free pericardial space, since that 
part of the left atrial wall which is related to the left 


CARDIOVASCULAR SYSTEM 


rate below and 1-86 mm. with a heart rate above 100 © 


41 
bronchus lies extrapericardially. In the present series 
there were no deaths and no instances of infection, pneu- 
mothorax, mediastinal emphysema, or pericardial tam- 


ponade. Although blood-streaked sputum was common, 
appreciable haemoptysis never occurred. This absence 
of serious sequelae compares favourably with the com- 
plication rate following left heart puncture by the 
posterior percutaneous route using the Bjérk needle. 
The disadvantages of the transbronchial method are the 
“* non-basal state ’ of the patient and the impracticability 
of exercise studies with a bronchoscope in the trachea. 
These have been partly overcome by using the indicator- 
dilution technique for cardiac output (instead of the 
direct Fick method) and by leaving the catheter in place 
in the left heart after withdrawal of the bronchoscope 
and needle. 

This method of left-heart catheterization has proved 
useful in the preoperative selection and postoperative 
assessment of patients with mitral and aortic valvular 
disease and in elucidating a variety of clinical haemo- 
dynamic problems. S. G. Owen 


CONGENITAL HEART DISEASE 


124. Auscultation in Patent Ductus Arteriosus: with a 
Description of Two Fistulae Simulating Patent Ductus 

C. and P. Mounsey. British Heart Journal (Brit. 
Heart J.] 20, 61-75, Jan., 1958. 11 figs., 34 refs. 


The auscultatory and phonocardiographic findings in 
73 proved cases of patent ductus arteriosus (P.D.A.) seen 
at the London Hospital are described. The patients, 63 
male and 10 female, ranged in age from 18 months to 63 
years, 59 of them being between 5 and 30 years. In 49 
cases the shunt was small and there was no significant 
pulmonary hypertension; these patients had no symp- 
toms, a typical continuous murmur, a normal or only 
slightly collapsing pulse, and no great pulsation in the 
pulmonary artery. In 22 cases the shunt was large and 
was associated with left ventricular hypertrophy, wide 
pulse pressure, pulmonary plethora, a “hilar dance”’, 
and (in 8) a mid-diastolic murmur; 2 patients in this 
group had “ balanced ductus”, with equal pressures 
in the pulmonary artery and aorta, right and left ventricu- 
lar preponderance in the cardiogram, and no continuous 
murmur. In 2 patients in whom the shunt was reversed 
there was cyanosis (worse in the legs), a loud pulmonary 
second sound, a large pulmonary artery, and clear lung 
fields. 

In P.D.A. the typical continuous murmur—heard in 
all of these patients except 4 with severe pulmonary hyper- 
tension—is loudest at the time of the second heart sound, 
but is often punctuated by variable, clanging, “ eddy 
sounds”. A third heart sound was present in 33 of 52 
patients, 40 of whom were below the age of 25. An 
apical mid-diastolic murmur resembling that of mitral 
stenosis was present in 8 of 22 patients with large left-to- 
right shunts, being preceded in 5 cases by a sound like a 
distant opening snap of mitral stenosis; in all 8 patients 
a third heart sound was also recorded. After ligation of 
the ductus the mid-diastolic murmur and snap dis- 
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appeared in 7 patients, suggesting that increased flow 
through the mitral valve had been the cause. A basal 
early systolic ejection sound was heard in 3 patients, 2 of 
whom had aneurysmal dilatation of the pulmonary 
artery. 

Aortic valve disease, coarctation of the aorta, ventricu- 
lar septal defect, and pulmonary stenosis occurred in 
association with P.D.A., being diagnosed from extra 
murmurs or absent femoral pulsation. Continuous mur- 
murs due to systemic and pulmonary arterio-venous 
aneurysms and to bronchial collaterals show the same 
accentuation with the ‘second sound as the murmur of 
P.D.A., but in arterio-venous aneurysm the crescendo 
starts later, while venous hum is loudest in mid-diastole. 

D. Emslie-Smith 


125. The Natural History of Ventricular Septal Defect 
L. BROTMACHER and M. CAMPBELL. British Heart 
Journal (Brit. Heart J.| 20, 97-116, Jan., 1958. 8 figs., 
34 refs. 


The haemodynamics of 75 cases of ventricular septal 
defect (V.S.D.) confirmed by cardiac catheterization are 
analysed in this paper from Guy’s Hospital and the 
National Heart Hospital, London. With them, in an 
analysis of incidence by age and sex, are considered 100 
further cases diagnosed clinically only and 125 cases 
from 2 other published series (300 cases in all, of which 
212 were acyanotic and 88 cyanotic). Of the authors’ 
own 75 patients (48 acyanotic), over three-quarters were 
under the age of 20 and more than half under 10, but 15 
of the 27 cyanotic patients were over 20. 

Only in a few cases is a V.S.D. small enough to be 
insignificant. Acyanotic patients may have a small or a 
large (up to 15 litres per minute) left-to-right shunt 
without pulmonary hypertension. The pulmonary pres- 
sure, determined in 57 cases, was normal in 12 and con- 
siderably raised in 45, there being no intermediate group; 
Wood has suggested that the critical size of defect 
above which pulmonary hypertension develops is about 
lcm. diameter. Patients with a small shunt and normal 
pulmonary pressure are generally symptomless, whereas 
most of those with a larger shunt and raised pulmonary 
* pressure are slightly disabled. Pulmonary regurgitation 
occurs in one-third of patients with pulmonary hyper- 
tension. When pulmonary hypertension develops it is 
usually hyperkinetic at first. The pulmonary pressure 
rises at the same rate as the systemic up to about the age 
of 15, but more rapidly thereafter. Pulmonary resist- 
ance also increases with age and eventually becomes the 
most important factor. At some stage, often in_the 
third decade, the shunt undergoes reversal and the patient 
becomes cyanosed. 

Of the 300 patients, of whom, as stated, 88 were cyan- 
osed, 31°% reached the age of 20 and only 18°% reached 
30. The prognosis is worse than that of atrial septal 
defect (though better than that of Fallot’s tetralogy) and 
is worse in males than in females. If life is to be saved 
operation may be indicated earlier and more urgently in 
boys. 

[This mportant paper should be consulted in the 
original.] D. Emslie-Smith 


CARDIOVASCULAR SYSTEM 


CHRONIC VALVULAR DISEASE 


126. The Role of Digitalis in Mitral Valvuloplasty 

B. Burack, J. B. SCHWEDEL, and D. YOUNG. American - 
Heart Journal [Amer. Heart. J.) 54, 863-874, Dec., 1957. 
1 fig., 21 refs. 

Experiences in regard to digitalis requirements with 
50 patients selected for mitral valve surgery are detailed. 
Auricular fibrillation, often accompanied by congestive 
heart failure, developed postoperatively in all patients 
with regular sinus rhythm who received no digitalis or 
inadequate amounts of digitalis during the preoperative 
period. Rapid ventricular -rates and congestive heart 
failure occurred, with but one exception, under anesthesia 
or during the postoperative period in patients with pre- 
operative auricular fibrillation who received short-term 
or inadequate digitalis preparation. The use of quini- 
dine, unless accompanied by digitalis, did not prevent 
the appearance of postoperative arrhythmias. The most 
benign postoperative course was noted where adequate 
long-term digitalis therapy had been present. 

The use of potassium helped prevent toxic manifesta- 
tions when increasing digitalis intake. The parenteral 
administration of digitalis during the immediate post- 
operative period appeared to eliminate or decrease the 
amount of nausea and vomiting as compared to that 
occurring when equivalent oral amounts of digitalis were 
attempted. The patients’ ventricular response to exercise 
during the preoperative preparatory period as an impor- 
tant criterion for adequate digitalization is suggested. 

A number of the adverse factors occurring subsequent 
to mitral valve surgery are discussed. The increased need 
for digitalis may reflect the increased left ventricular 
filling following valve fracture, the decrease in stroke 
volume output consequent to tachycardia, and the 
positive fluid balance occurring postoperatively. 

It is concluded that long-term digitalis administration 
in larger than usual maintenance dosage affords the myo- 
cardium greatest protection against arrhythmias and 
congestive heart failure in patients undergoing mitral 
valve surgery. It is recommended that all patients prior 
to mitral valve surgery, regardless of the rhythm or lack 
of evidence of congestive failure, have prolonged and 
full digitalization.—[Authors’ summary.] 


127. The Effects of Acutely Increased Systemic Resist- 
ance on the Left Atrial Pressure Pulse: a Method for the 
Clinical Detection of Mitral Insufficiency 

E. BRAUNWALD, G. H. WeELcH, and A. G. Morrow. 
Journal. of Clinical Investigation [J. clin. Invest.] 5), 
35-40, Jan., 1958. 5 figs., 12 refs. 


Previous workers have shown by animal experiments 
that when mitral regurgitation exists constriction of the 
aorta causes a rise in left atrial pressure. The authors, 
working at the National Heart Institute, Bethesda, Mary- 
land, first studied 8 anaesthetized dogs, in which they 
could cause mitral regurgitation at will by passing a per- 
forated “ tygon ” tube from the left atrium through the 
mitral valve. Pressure was recorded from the left atrium 
and the aorta. They found that increasing arterial resist- 
ance by either an infusion of noradrenaline or aortic 
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constriction caused a rise in the “‘ v” point of the left 
atrial tracing, but only when regurgitation was present. 
They then studied 20 patients, on whom transbronchial 
left heart catheterization and noradrenaline infusion (at 
a rate of approximately 10 to 20 yg. per minute until 
the systolic arterial pressure was significantly raised, 
taking 3 to 5 minutes) were carried out and similar 
observations made. In 8 of these patients the broncho- 
scope was left in place during the infusion and the 
left atrial pressure was recorded through the trans- 
bronchial needle; in the other 12 a polythene catheter 
was threaded through the needle, and both the broncho- 
scope and the needle were withdrawn during the in- 
fusion, leaving the catheter in position. 

The patients represented three clinical groups: (1) 7 
patients without mitral regurgitation, 6 of them having 
‘** pure’ mitral stenosis; (2) 6 patients with mitral re- 
gurgitation and stenosis; and (3) 7 with “* pure” mitral 
regurgitation. In Goup 1 the average ratio of increase in 
““y’-point pressure to that in systolic arterial pressure 
was only 9:100, in contrast to an average value of 47: 100 
for this ratio in the 13 patients in Groups 2 and 3 with 
regurgitation. The authors consider that the extent to 
which the left atrial pressure is elevated during systemic 
infusion of noradrenaline can be of diagnostic value for 
the detection of mitral regurgitation, especially in patients 
in whom the regurgitation is associated with mitral 
stenosis. P. Hugh-Jones 


128. Repeated Surgical Intervention in Cases of Tight 
Mitral Stenosis. (The Problem of Recurrent Stenosis). 
Les réinterventions chirurgicales dans les rétrécisse- 
ments mitraux serrés. (Le probléme de la reconstitution 
des sténoses)) 

P. F. Jory, J. Cartotti, and M. SeERvVELLE. 
Presse médicale [Presse méd.] 65, 1987-1990, Dec. 4, 1957. 
18 refs. 


Out of 400 patients subjected to mitral valvotomy at 
‘he H6pital Lariboisiére, Paris, it was found necessary 
io perform a second operation on 17. In 8 of these the 
first operation had failed either because of complete 
thrombosis of the appendage (5 cases) or because digital 
valvotomy was impossible (3 cases). In the 9 others a 
second operation was necessary because of re-formation 
of the stenosis, of which symptoms began to appear 
between one and 4 years after the first operation. In all 
of these 17 cases commissurotomy had been carried out 
by the finger alone (and the authors note that no case of 
restenosis occurred among the last 220 patients of the 
series, on whom instrumental valvotomy was invariably 
performed). At the second operation it was usual to 
find that the stenosis was even tighter than it had been 
on the first occasion, and valves which had originally been 
supple were often found scarred and thickened; in all 
cases the second valvotomy was performed with the help 
of a dilator. 

The diagnosis of re-stenosis can be difficult, and the 
condition must be distinguished from cardiac failure and 
from mitral incompetence, which also cause a recurrence 
of symptoms. The sudden reappearance of symptoms of 
Stenosis after a long period of clinical improvement 
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following the first intervention is a characteristic history. 
Before being subjected to a second operation it is recom- 
mended that the patient should be fully investigated 
by cardiac catheterization. In discussion the authors 
state that it is not clear why re-stenosis occurs and suggest 
that it may do so more often than would appear from 
published figures. In their series there was some evidence 
that a flare-up of the rheumatic process was the cause in 
5 cases. Other factors, such as a non-specific response 
to trauma or organization of clot on the commissures, 
may possibly play a part. Whatever the cause, it is 
clear that re-stenosis follows only after an unsatisfactory | 
valvotomy. The use of a dilator has been a great 
advance over finger’fracture in that it ensures complete 
mobilization of the cusps. The importance of instru- 
mental as opposed to digital commissurotomy is stressed, 
and the use of long-term postoperative anticoagulant 
therapy is suggested as a possible means of prophylaxis. 
A. M. Macarthur 


‘CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


129. Serum Glutamic Oxalacetic Transaminase in Myo- 
cardial Infarction 

P. F. HANSEN and T. LAursEN. Danish Medical Bulletin 
[Dan. med. Bull.] 4, 248-251, Dec., 1957. 10 refs. 


The authors, working at the Copenhagen County 
Hospital, have investigated the value of serum glutamic 
oxalacetic transaminase activity (S.G.O.T.) estimations 
in the diagnosis and prognosis of myocardial infarction. 
For the determination of the $.G.O.T. level they used the 
method of Henley and Pollard (J. Lab. clin. Med., 1955, 
46, 785). The clinical material, collected from 5 Copen- 
hagen hospitals, consisted of 147 cases in which the 
diagnosis of myocardial infarction was certain or sus- 
pected. In about half the S.G.O.T. level was determined 
immediately after admission and again about 6 and 18 
hours and 3 and 7 days later. In the other cases the 
determinations were made at varying times after onset, 
but 2 or more were made in all cases. Each case was 
characterized by the maximum value found, these being 
divided into four groups: normal (<<1-7 units) (38 cases): 
1-7 to 4-9 units (49); 5 to 9-9 units (30); and >10 units (30). 

In 32 cases the diagnosis of myocardial infarction 
was not confirmed on clinical grounds and in 11 of these 
the 8.G.O.T. value was increased; heart failure with 
congestion of the liver was the possible cause of the rise © 
in one, but in the other 10 no extracardiac cause could be 
found; however, 3 of these 10 patients died and at 
necropsy 2 of them showed recent infarcts and the third 
a somewhat older infarct. In 26 cases the clinical diag- 
nosis was considered uncertain and in 14 of these the 
S.G.O.T. value was increased; a possible extracardiac 
cause was present in 2 of the 14 (congestion of the liver 
and gout respectively), and in one other recent scattered 
myocardial necrosis was found post mortem. In the 89 
remaining cases the clinical diagnosis was regarded as 
certain and in 84 of these the $.G.O.T. value was in- 
creased. In 2 of the 5 cases with normal values the test 
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was performed more than a week after the onset of pain 
and the other 3 were all of a very mild nature. Of the 
patients with increased values, 23 died, and recent cardiac 
infarction was found at necropsy in 21. 

In 14 of the 147 cases the electrocardiogram (ECG) 
was normal, and in 6 (43°) of the 14 the S.G.O.T. value 
was increased. About the same proportions with in- 
creased $.G.O.T. values were found among 22 patients 
with constantly abnormal changes in the T waves and 11 
who had ECG signs not certainly indicative of infarction 
(including 5 cases of bundle-branch block, in 3 of which 
the S.G.O.T. value was increased). Among the 39 cases 
with transient changes in the S-T segment or T wave a 
raised §.G.O.T. value was found in 29 (74°), the value 
being more than 10 units in 3 of these. In all the 61 
cases in which the ECG showed typical anterior- or 
posterior-wall changes in the limb leads the S.G.O.T. 
value was increased, and it was more than 10 units in 
26 (44%). The maximum S.G.O.T. values were found 
usually on the second day, but sometimes on the first 
day or on the third or even later. 

Among the 89 patients with definite myocardial in- 
farction mortality during the period of study was closely 
correlated with the $.G.O.T. level. The S.G.O.T. level 
was also correlated with the degree of fever, leucocyte 
count, and erythrocyte sedimentation rate, its value in 
the prognosis of early mortality being about the same as 
that of temperature and leucocytosis and greater than 
that of the sedimentation rate. 

The authors conclude that a raised $.G.O.T. value is 
almost invariably found in clinically and electrocardio- 
graphically certain cases of myocardial infarction. In 
such cases the value of the test lies in the possibility of 
early diagnosis from the rise in the $.G.O.T. value 2 to 4 
hours after the occlusion. It is also possible to decide 
from the S.G.O.T. value whether cardiac pain is premoni- 
tory or due to the infarct itself and, from changes in the 
S.G.O.T. value, to recognize the occurrence of new 
infarctions. They also consider the test to be of some 
diagnostic value in clinically doubtful cases of infarction. 

R. Wyburn-Mason 


130. The Value of Continuous (1 to 10 Years) Long-term 
Anticoagulant Therapy 

B. MANCHESTER. Annals of Internal Medicine [Ann. 
intern. Med.] 47, 1202-1209, Dec., 1957. 12 refs. 


From the George Washington University School of 
Medicine, Washington, D.C., the author compares the 
results of long-term anticoagulant therapy, ranging from 
one to 10 years, with either dicoumarol or “ sintrom ”’ 
(nicoumalone) in 204 patients with those obtained in a 
control group of 200. The whole series were first 
treated during an acute episode of myocardial infarction, 
alternate members receiving the anticoagulant with 250 
mg. of ascorbic acid daily, while the patients forming 
the control group received ascorbic acid only, as a 
placebo. The two groups were reasonably comparable 
in respect of sex, age, and severity of the original acute 
episode. 

Subsequent myocardial infarction occurred in 29 
(14-2%) of the anticoagulant-treated group, with 6 
deaths, a mortality of 20-6°%, while in the control group 


the corresponding figures were 68 (34°%) and 36 (53%). 
In the treated group thrombo-embolic complications 
numbered 14 (5-8°%) and caused 2 deaths, a mortality of 
14-2%, whereas in the control group there were 35 such 
episodes (17:5°%) and 16 deaths, a mortality of 45-7%. 
The number of subsequent cardiac infarctions was three 
times greater in the control group and the mortality 
eight times greater. Haemorrhage occurred in 6 (2-9%%) 
of the patients in the anticoagulant group, but was 
readily controlled by administration of vitamin K. The 
author concludes from these findings that, given a 
responsible and cooperative patient, closely controlled 
long-term anticoagulant therapy is both safe and effective 
in reducing the incidence of subsequent myocardial 
infarctions, in lessening the patient’s despondency, and 
in increasing significantly his expectation of life. 
J. Warwick Buckler 


131. Fibrinolysis in Myocardial Infarction 
R. Hume. British Heart Journal [Brit. Heart J.] 20, 
15-20, Jan., 1958. 4 figs., 15 refs. 


Daily observations were made at the Royal Infirmary, 
Glasgow, on the fibrinolytic activity of the blood of 10 
patients with coronary thrombosis (3 of whom received 
heparin) over periods of 28 days. Control observations 
were made for a similar period on 10 patients admitted 
to the mental observation ward of another hospital. 
Statistical analysis of the individual findings showed that 
after myocardial infarction there was some depression 
of fibrinolytic activity, which reverted to normal levels 
only after 8 days. 

The significance of these findings is discussed and it is 
concluded that the changes in fibrinolytic activity 
observed were not due to the treatment the patients 
received. Nor was the change merely a non-specific 
reaction to a severe physically disturbing incident, since 
no such depression of fibrinolytic activity was found in 
the blood of 10 severely shocked surgical patients. 

J. B. Wilson 


132. The Effects of Acute Cardiac Infarction and of 
Heparin Therapy on the Lipoproteins 

E. M. M. BesTeRMAN. British Heart Journal [Brit. 
Heart J.| 20, 21-30, Jan., 1958. 9 figs., 25 refs. 


At the Institute of Cardiology, National Heart Hos- 
pital, London, the serum lipoprotein patterns in 215 
cases of coronary ischaemia and myocardial infarction 
were studied by means of paper electrophoresis. The 
quantity of pre-f lipoprotein (expressed as the proportion 
of the total amount of lipoprotein present) was found 
to be increased in patients with acute coronary insuffi- 
ciency and significantly decreased in patients seen within 
24 hours of acute coronary infarction as compared with 
the findings in 78 control subjects. No significant 
changes in the distribution of the 8 and « lipoproteins 
was observed in the patients with acute infarction. 

In 89 cases treatment was given with one or more intra- 
venous injections of 100 mg. of heparin for coronary 
insufficiency or recent myocardial infarction. Changes 
in the lipoprotein pattern were observed after 90 out of 
101 injections, mobility of both « and f fractions being 
increased in 30°% and that of the 8 fraction alone in 24%, 
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while in 36% the pre-8-lipoprotein fraction disappeared 
without change in the mobility of the other two. This 
last change in the lipoprotein pattern being similar to 
that found in acute myocardial infarction without heparin 
treatment, the effect of prolonged heparin therapy (daily 
injections for at least 3 weeks) was therefore studied in 3 
cases. It was found that the increased mobility of both 
a and f lipoproteins persisted during the period of treat- 
ment, with an increase in the proportion of the former 
present and a decrease in that of the latter, while no pre-B- 
lipoprotein band was visible. This band returned, how- 
ever, within 24 hours of stopping the heparin injections. 
J. B. Wilson 


133. Disappearance of Pathological Q Waves after 
Cardiac Infarction — 


M. P. Pappas. British Heart Journal [Brit. Heart. J.] 
20, 123-128, Jan., 1958. 4 figs., 12 refs. 


The abnormal Q waves which appear in the electro- 

sardiogram (ECG) following myocardial infarction are 
usually regarded as permanent. In order to confirm 
this view the author has examined the ECGs recorded in 
742 cases followed up in the Cardiac Department of the 
Middlesex Hospital, London, during the years 1949-55, 
and found that in 14 cases the abnormal Q waves had 
subsequently either disappeared or had returned to within 
normal limits. These patients were all men aged between 
“9 and 66 years who had made a good clinical recovery, 
most of them having a normal blood pressure and only 
« brief previous history of angina. The infarct had been 
«ntero-septal in 9, posterior in 4, and both antero-septal 
.nd posterior in one; no case of antero-lateral infarction 
reverted to normal. Necropsy confirmation of the site 
and size of the infarct was not available. 

It is suggested that shrinkage of the healed infarcted 
area by fibrotic contraction may make it no longer detect- 
able if it is situated in that part of the left ventricle which 
cannot be explored in detail by conventional chest leads. 
The greater accessibility of the lateral wall of the left 
ventricle would explain the persistence of Q waves after 
antero-lateral infarction. The natural development of a 
collateral coronary arterial circulation is also suggested 
as a factor in the disappearance of Q waves. 


J. A. Cosh 


134. Coronary Heart Disease in the Presence of Pul- 
monary Disease 

A.J. THomas. British Heart Journal (Brit. Heart J.] 20, 
83-91, Jan., 1958. 6 figs., 8 refs. 


A review of the clinical features, electrocardiographic 
patterns, and necropsy findings in 69 cases of severe pul- 
monary disease [seen at Llandough Hospital, Cardiff] 
shows the problem of the diagnosis of co-existing 
coronary heart disease. In 32 coal workers with severe 
pulmonary disease and necropsy proof of coronary heart 
disease the diagnosis could be made from clinical and 
electrocardiographic signs. Cardiac pain required dif- 
ferentiation from pleuro-pulmonary pain but was not 
always present. Myocardial infarction was accom- 
panied by an increase in size and weight of the left 
ventricle. Five groups of electrocardiographic patterns 
were selected as indicative of coronary heart disease in 
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the presence of pulmonary disease, but certain difficulties 
were recognized. These groups were (a) the electro- 
cardiogram of frank myocardial infarction; (5) the pat- 
tern of bundle-branch block when this was not considered 
due to right ventricular hypertrophy or when signs were 
seen of myocardial infarction with the bundle-branch 
block; (c) left axis deviation with S-T changes and T 
wave inversion in left ventricular leads; (d) right axis 
deviation with the presence of significant S-T depression 
in left ventricular leads and occasionally in these cases 
a qR in aVL with T wave inversion; and (e) the presence 
of auricular fibrillation when other heart disease was not 
present to explain it. Difficulties arose in the recogni- 
tion of other causes of left ventricular enlargement, such 
as aortic stenosis or myocardial fibrosis of unknown 
origin, and in the identification of the causes of various. 
degrees of heart block. It is clear that with seriak 
electrocardiograms by paying attention to the inter- 
pretation of the lesser electrocardiographic signs of myo- 
cardial injury, the accutacy of diagnosis of coronary 
heart disease can be greatly increased even in the presence 
of severe pulmonary disease. Some of the errors that 
occur would seem to be at the present moment unavoid- 
able, but require further study. 

Some of our patients had coronary artery disease that 
was clinically silent and in these cases a diagnosis before 
necropsy could not be expected. It is evident that the 
presence of coronary heart disease will generally modify 
the clinical picture of pulmonary heart disease; it may 
account in part for unexpected cardiac findings; or it 
may hasten the end. It is therefore worth while investi-. 
gating critically for coronary heart disease all patients. 
with chronic pulmonary disease.—[Author’s summary.] 


135. Clinical Evaluation of the Surgical Treatment 
Thirty-two Cases of Coronary Artery Disease 
N. A. Antonius, A. D. Crecca, and L. G. MASSARELLI.. 


Journal of Thoracic Surgery [J. thorac. Surg.| 35, 68-79, 
Jan., 1958. 9 refs. 


Experience of surgical revascularization of the heart 
in 32 patients with coronary arterial disease is reported. 
in this paper from Saint Michael’s Hospital, Newark, 
New Jersey. For the most part the patients had “* stabil-. 
ized” angina of effort—that is, the anginal attacks had. 
been constant in frequency and severity. In the authors’ 
view this type of case is ideal for operation, while cases. 
in which there is asymptomatic, progressive, or far-. 
advanced disease are unsuitable. The operation is con- 
traindicated in patients with a history of coronary throm-. 
bosis during the preceding 6 months, severe hypertension, 
cardiac enlargement if more than minimal, and other 
advanced conditions such as arteriosclerosis or hepatic 
or renal failure. It is hazardous in the presence of car-. 
diac arrhythmia. 

Of the 32 patients (29 males and 3 females aged 32 to. 
64 years), 28 had moderate to severe angina of effort, 
attacks occurring after walking ‘‘ three city blocks or 
less’. In 18 cases angina had been present for 2 or more 
years. The electrocardiogram (ECG) obtained before 
operation revealed evidence of previous infarction in 28: 
cases. All the patients were in sinus rhythm. The. 
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operations performed were as follows: Beck I in 18 cases, 
Beck II in 5, first-stage Beck II in 2, combined Beck I 
and Vineberg in 3, combined Beck I and omentopexy 
in 3, and Vineberg in 1. There were 3 operative deaths, 
of which 2 occurred in the first 6 cases operated on. Of 
the 29 patients “* followed up to 5 years ” [not a 5-year 
follow up], the results were excellent in 24, the patients 
being free from angina; in 2 the results were fair and in 
2 they were poor. One patient died 14 years after a 
Vineberg operation. R. L. Hurt 


136. Study of the Hemodynamic Effects of the Aorto— 
Coronary Sinus Graft Operation in Patients with Coronary 
Artery Disease 

T. W. Morr and W. H. PrircuarpD. Circulation [Circu- 
lation] 16, 1070-1076, Dec., 1957. 4 figs., 23 refs. 

A group of patients with coronary’ artery disease in 
whom an aorto-coronary sinus graft was surgically 
created have been studied to determine the functional 
effects on the cardiovascular system. Preoperatively, 
mean values for basal cardiac output were within the 
lower ranges of normal and the average blood volume 
values were normal. 

Postoperatively, no circulatory abnormalities were 
demonstrated in patients in whom the aorto-coronary 
sinus graft was thrombosed at the time of study. In 
those patients with patent grafts, hemodynamic changes 
of an arteriovenous fistula were demonstrated. Cardiac 
output and work increased, effective systemic flow 
decreased, peripheral resistance fell, and blood volume 
became greater. The increase in cardiac output was 
related to an increase in pulse rate in cases with small 
shunt flows and to augmentation of stroke volume when 
fistulas were of great magnitude and duration. Elevation 
of the total blood volume was shown to be related to 
the presence of cardiac failure and not to the presence 
of the arteriovenous fistula per se. 

Cardiac failure developed in some of the patients with 
a functioning aorto-coronary sinus graft and could be 
reversed with subsequent surgical obliteration of the 
shunt. The development of cardiac failure in these 
patients with pre-existing heart disease could not be 
entirely related to the volume or duration of shunt flowy 
but rather seemed dependent on a lack of “‘ myocardial 
reserve ” to withstand the added load of an arteriovenous 
fistula. 

Increase in volume of shunt flow was related to dura- 
tion of the functioning aorto-coronary sinus graft and 
suggested increased venous collateral flow into the right 
atrium.—[Authors’ summary.] 


137. Six Months’ to Six Years’ Experiences with 
Coronary Artery Insufficiency Treated by Internal Mam- 
mary Artery Implantation 

A. VINEBERG and J. WALKER. American Heart Journal 
(Amer. Heart J.| 54, 851-862, Dec., 1957. 5 figs., 10 refs. 


In this paper from the Royal Victoria Hospital, 
Montreal, and the Charleston Hospital, West Virginia, 
the results are reported of the treatment of disabling 
angina pectoris by implantation of the internal mam- 
mary artery into the myocardium. A total of 88 patients 


were operated on (53 at 5 different hospitals in Montreal 
and the remainder at Charleston Hospital), the follow-up 
period being 6 months to 6} years. The indications for 
this procedure were proved coronary arterial disease with 
typical anginal pain and failure to improve with medical 
treatment in 1 to 2 years. The contraindications were 
left ventricular failure, active coronary arterial disease, 
recent myocardial infarction, asymptomatic coronary 
arterial disease, and severe associated conditions such 
as hypertension and diabetes. 

The authors emphasize that the results of treatment of 
coronary disease are very difficult to evaluate, and that 
objective evidence is not easy to assess. The patients 
were divided into two groups—those with angina 
decubitus (20) and those without (68). The former 
group were disabled before operation, most of them being 
“* bed-chair ” invalids; after operation 7 were free from 


pain or had less or only slight pain, and long-term — 


follow-up showed that 9 were still alive, 5 being at work. 
Of the 68 patients without angina decubitus, 49 were 
totally disabled before operation; after operation 53 
were free from pain or had less or only slight pain; at 
the time of the last follow-up 60 were still alive, 50 being 
at work. 

There appeared to be a relationship between the dura- 
tion of the disease and the ability of the patient to survive 
or to do well after the operation; mortality was high 
among patients with angina decubitus who had had 
anginal pain for an average of 9} years and low among 
those without angina at rest in whom symptoms had been 
present for an average of 2} years. The authors point 
out that in ischaemia of long duration the myocardium 
becomes progressively replaced by fibrous tissue, so that 
eventually there may be very little healthy muscle tissue 
left to benefit from revascularization. 

R. G. Rushworth 


138. Trial of Drugs for Angina of Effort: the Oral Use 
of Pentaerythritol Tetranitrate, Including a Comparison 
with Aminophylline and Dihydroxypropyltheophylline 

R. Fire, G. Howrtt, ahd J. STEVENSON. Scottish 
Medical Journal [Scot. med. 3, 15-20, 1958. 
15 refs. 


Although pentaerythritol tetranitrate (PETN) was 
first used by Bjerlov in 1943 in the treatment of angina 
pectoris, opinion concerning its efficacy in the prolonged 
relief of anginal pain is still divided. At the Royal In- 
firmary, Glasgow, a controlled trial of the drug was 
carried out on 75 patients with cardiac pain of effort, a 
double-blind technique being used. Since 51 of the 75 
patients had taken part in a previous trial of amino- 
phylline and dihydroxypropyltheophylline, it was 
possible to compare the efficacy of all three drugs. The 
patients took each drug, in tablet form, for a period of 
14 days, during which they recorded the daily incidence 
and severity of attacks of pain. At an interview at the 
end of each treatment period an attempt was made to 
obtain an over-all picture of symptoms during the -pre- 
ceding 2 weeks. As the trial proceeded the patients were 
asked to place the tablets, including a placebo, in order 
of preference. 
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From the evidence obtained the authors conclude that 
the superiority of PETN over the two other drugs was 
at best marginal, even in a dosage considerably higher 
‘han that given in trials previously reported. No signifi- 
cant difference in efficacy or side-effects was observed 
\ hether the tablets were taken before or after meals. 


T. Semple 


HEART FAILURE 


1:9. Right Heart Failure and the Venous Pressure. 
(..echtsinsuffizienz und Venendruck) 

KONIG. Deutsche medizinische Wochenschrift [Dtsch. 
ned. Wschr.] 83, 140-144, Jan. 24, 1958. 4 figs., 17 refs. 


yv.nous blood pressure in 96 patients with cardiac or 
p Imonary disease at the Medical Polyclinic of the 
L»iversity of Munich. The patients were divided into 3 


(L) those in whom competence of the right ventricle was 


A» apparatus is described whereby it is possible re- 
p atedly to measure the venous pressure of the patient 
ly ng in the horizontal position before, during, and im- 
m.diately after exercise. The feet are strapped to two 
pc lals each of which, when pushed forwards, raises a 
7-.2. weight to a height of 30cm. The patient breathes 
th ough the mouth and keeps the upper portion of the 
be ty still while pedalling at a rate of 60 to 100 a minute. 
O:.ygen consumption is increased threefold by this 
mederate work, which is continued for an arbitrary 
pe iod of 2 to 10 minutes, after which the feet are un- 
str:pped and the subject is instructed to lie as relaxed as 
po sible. Venous pressure is measured from a cannula 
inserted into the cubital vein and attached to a mano- 
meter, readings being made initially and then at half- 
minute intervals during the exercise and after it until the 
iniiallevelisregained. The readings are plotted graphic- 
ally against time. 

li is claimed that this test, simple in technique and 
harmless to the patient, affords specific and accurate 
information about right ventricular function. A study 
of 200 graphs from the author’s 96 subjects showed that 
in all cases exercise raises the venous blood pressure, but 
thai in general the rise is greater in patients with an in- 
competent right ventricle. During the resting period 
following exercise a more profound difference was dis- 
cernible between the 3 groups, there being a very close 
correlation between the degree of incompetence of the 
right heart and the time taken for the pressure to return 
to normal resting levels. Thus in healthy subjects and 
in subjects with cardiac insufficiency confined to the left 
heart the curve fell to its initial level within 4 to 2 minutes 
of stopping the exercise, whereas in subjects of Group C 
it remained elevated for longer periods according to the 
patient’s clinical condition. That this delay was- not 
due to the higher level reached during exercise in the 
presence of right heart failure was proved statistically. 
After 30 seconds at rest the venous pressure had fallen 
on the average by 91% in Group A and by 85% in Group 
B, but by only 57% in Group C. In 15 patients of Group ~ 
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The author has investigated the effect of exercise on © 


g'oups: (A) those in whom the right heart was healthy; - 


47 


C the test was repeated 40 minutes after the injection of 
0-25 mg. of strophanthin, when it was found that the 
venous pressure fell to normal more rapidly than previ- 
ously. Further, when the test was performed under 
exactly comparable conditions some weeks after the 
establishment of full digitalization and recompensation 
of the right ventricle the venous pressure returned to the 
resting value within 1 or 2 minutes of cessation of work. 

The author states that this method enables a diagnosis 
of incompetence of the right ventricle to be made with an 
accuracy of 85°% if the venous pressure exceeds 1-5 cm. 
H20 half a minute after work is stopped. In borderline 
cases he recommends that 2 or more tests be carried out 
and the average of the results used for the assessment of 
ventricular function. He has also found the test to be 
of value in estimating the degree of digitalization attained 
during treatment of right heart failure and in the recog- 
nition of cases that are refractory to digitalis. 


E. S. Wyder 


in doubt; and (C) those with frank right heart failure. - 
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140. Prognosis in Untreated Hypertensive Vascular 
Disease 

F. O. Simpson and A. R. Gitcurist. Scottish Medical 
Journal (Scot. med. J.]3, 1-14, Jan., 1958. 5 figs., 14 refs. 


A retrospective survey of the outcome in untreated | 
diastolic hypertension is reported, the clinical material 
including 299 patients at the Royal Infirmary, Edinburgh, 
who received no specific treatment with hypotensive 
drugs and whose progress was followed for at least 5 years 
or until death. The retinal changes were again found 
to be a valuable guide in prognosis, the 5-year survival 
rate being 75% in patients with changes of Grade 0 to I, 
56% in patients with Grade-II, 15°% in those with Grade- 
III, nil in those with Grade-IV changes. There were more 
young patients in Grades 0 to I and Grade IV than in 
Grades II and If. Mortality increased with increase 
in the average diastolic blood pressure, whether the 
latter was recorded under resting conditions or during 
sleep. The prognosis was uniformly better in women 
than in men. In the presence of albuminuria and nitro- 
gen retention the prognosis was poor, but minimal im- 
pairment of renal concentrating power and minor cerebro- 
vascular accidents were not significant prognostic factors. 
While cardiac and renal function were most often im- — 
paired in the accelerated phase of hypertension, the 
mortality in benign hypertension rose in the presence of 
such impairment. 

The authors state that severe retinopathy, a resting 
diastolic pressure of 120 mm. Hg or higher or a blood 
pressure during sleep of 100 mm. Hg or more, albumin- 
uria, and evidence of cardiac strain indicate that prog- 
nosis is poor and that energetic treatment is necessary. 
On the other hand patients with minor retinal changes 
and a diastolic pressure during sleep below 90 mm. Hg 
can be expected to do well without treatment. 

[This paper is a noteworthy contribution to the litera- 
ture on the natural history of hypertensive disease. ] 


T. Semple 
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141. The Diagnostic Approach to Hypertension Due to 
Unilateral Kidney Disease 

A. A. Brust and E. B. Ferris. Annals of Internal 
Medicine [Ann. intern. Med.] 47, 1049-1066, Dec., 1957. 
5 figs., 9 refs. 

Writing from Emory University School of Medicine, 
Atlanta, Georgia, the authors present the clinical, 
laboratory, and pathological findings in 14 cases of 
hypertension thought to be due to unilateral renal disease, 
of which 11 were in the accelerated phase and 3 were 
benign. In acomprehensive table details for each patient 
are given of the results of urine analysis, intravenous 
and retrograde pyelography, differential renal function 
tests, and abdominal aortography. The patients could 
be divided into two groups: (1) 9 with primarily vascular 
lesions, unilateral in 7 and bilateral with coarctation of 
the aorta in 2, and (2) 5 with primarily renal parenchy- 
matous lesions, in 4 of whom one of the kidneys was 
small and shrunken. Nephrectomy was carried out on 
5 of the 9 patients with vascular lesions, resulting in 
cure of the hypertension in 4; but the 5 patients with 
parenchymatous lesions showed no improvement in 
blood pressure after removal of the shrunken, non- 
functioning kidney. 

The authors found that pyelography, differential renal 
function tests, and urine analysis proved disappointing 
as diagnostic methods, and consider that, despite its 
hazards, aortography is justifiable since it revealed, in 
6 out of 9 patients, unilateral vascular lesions which 
would otherwise have been missed. They note that the 
intravenous infusion of tetraethylammonium chloride, a 
ganglionic blocking agent, produced either no appreci- 
able fall or an actual rise in blood pressure in all the 9 
patients with vascular lesions in contrast to its hypoten- 
sive effect on the 5 patients with renal parenchymal lesions 
(who did not respond to nephrectomy). 

J. Warwick Buckler 


142. Hypertension following X-irradiation of the Kidneys 
C. Witson, J. M. LepINGHAM, and M. CoHEN. Lancet 
[Lancet] 1, 9-16, Jan. 4, 1958. 12 figs., 17 refs. 


A study of 2 patients at the London Hospital revealed 
that the development of malignant hypertension follow- 
ing x-irradiation for tumour, the site including the kid- 
neys, is not necessarily associated with the pathological 
changes of irradiation nephrosclerosis, since this lesion 
was present in one but not in the other. This observa- 
tion led the authors to conduct a series of experiments on 
rats. 

In one group of animals both kidneys were temporarily 
exteriorized and subjected to x-irradiation (1,100 r.); 
after a considerable interval (mean duration 155 days) 
all these animals developed hypertension, and patho- 
logical examination one to 4 weeks after the blood 
pressure had risen revealed irradiation nephrosclerosis 
similar to that usually found in man. In a second group 
of rats irradiation of one kidney only led similarly to 
hypertension, with renal sclerosis on the irradiated side, 
while the contralateral kidney became hypertrophied 
and developed secondary hypertensive vascular changes 
related to the duration and degree of elevation of the 


blood-pressure observed; these changes resembled those 
seen in the opposite kidney after experimental unilateral 
constriction of the renal artery. When the irradiated 
kidney was removed surgically from 2 of the rats shortly 
after hypertension had developed the blood pressure 
promptly returnedtonormal. In a third experiment both 
kidneys were irradiated in situ; in these animals hyper- 
tension was produced after a rather longer latent period 
(mean 230 days), but not nephrosclerosis. However, 2 
weeks after hypertension became established focal 
glomerular and arterial necroses were present in the kid- 
neys; in some instances the kidneys appeared to be 
almost normal, while those examined at the end of sur- 
vival periods of up to 147 days showed similar but more 
advanced changes. 

It is concluded that in the rat, as well as in man, 
irradiation of the kidney produces two distinct and 
independent effects, namely, renal interstitial fibrosis 
and arterial hypertension. 
slowly and is preceded by a latent period of 4 to 9 months, 
The usual histological picture in the kidney is a combina- 
tion of interstitial fibrosis and secondary hypertensive 
vascular changes, but if interstitial fibrosis does not 
occur the picture then resembles that of essential malig- 
nant hypertension. The observation that in these cir- 
cumstances renal hypertension can occur without any 
detectable histological abnormality in the kidney is 
regarded as of interest, since it may have relevance to the 
question of a renal mechanism in the causation of essen- 
tial hypertension, which up to the present has not been 
proved. S. G. Owen 


143. Raynaud’s Disease among Women and Girls 
R. W. Girrorp and E. A. Hines. Circulation [Circula- 
tion] 16, 1012-1021, Dec., 1957. 7 refs. 


Between January, 1920, and December, 1945, Ray- 
naud’s disease was diagnosed in 756 female patients at 
the Mayo Clinic. Of this number, 629 were followed up 
and the validity of the diagnosis was studied on the basis 
of replies to a questionary or the clinical findings on re- 
examination. The criteria for diagnosis were bilateral 
Raynaud’s phenomena of more than 2 years’ duration 
precipitated by cold or emotion, with no evidence of gan- 
grene or any primary arterial disease. Of the 629 
patients, 377 fulfilled these strict criteria, and of these, 
only 13 developed other diseases, such as rheumatoid 
arthritis, with which Raynaud’s phenomenon is com- 
monly associated. Of the 252 patients who did not 
fulfil these criteria initially, 53°% were considered to have 
Raynaud’s disease; 14°% developed other diseases, in- 
cluding rheumatoid arthritis, acrosclerosis, and dermato- 
myositis. Mortality was 18% in this group of 252 
patients, suggesting a high incidence of serious secondary 
disease such as disseminated lupus erythematosus. 

The authors state that when Raynaud’s phenomenon 
occurs the prognosis is uncertain until the diagnosis of 
Raynaud’s disease can be confirmed by application of 
strict criteria. The clinical course is benign and-often 
self-limited, with little disability and no mortality. In 
the present series no major amputations were necessary 
and: gangrene did not occur. I. McLean Baird 
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144. Abnormal Hemoglobins in the Negroes of Surinam 
C. Liacuowrtz, J. ELDERKIN, I. Guicuirit, H. W.. 
BROWN, and.H. M. RANNEY. American Journal of Medi- 
cine [Amer. J. Med.] 24, 19-24, Jan., 1958. 32 refs. 


In Surinam in South America are found the Djukas, 
‘* bush negroes ” descended from slaves brought from 
West Africa in the seventeenth and eighteenth centuries 
vho escaped from their owners and established their own 
.ettlements in the interior. There has been little or no 
intermixture of the Djukas with the South American 
indians or with the “‘ town negroes ”’, who are descen- 
cants of slaves freed in the second half of the nineteenth 
century. 

The present investigation was carried out on blood 
specimens obtained from Djuka out-patients at the hos- 
pital in Moengo, a bauxite mining community in the 
interior of the country, and from 140 Djukas who were 
visited in their villages. The incidence of sickle-cell 
haemoglobin was 15%, and of haemoglobin C 3%. 
Yhere were also two subjects with what appeared to be 
sickle-cell-thalassaemia. The incidence of haemoglobin 
S was comparable to that found in studies of West 
African populations, but the incidence of haemoglobin C 
vas much lower than that recorded in present-day 
Chana. [This is, however, not so relevant as it seems. 
Not all the slaves transported to Surinam came from the 
Ghana region, and the incidence of haemoglobin C is 
much lower to the east and west of Ghana than in Ghana 
itself.] The blood-group distribution also resembled 
that seen in West Africans rather than that found among 
North American negroes today—O, 55%; A, 15%; B, 
26%; AB, 4%; Rh positive, 989%. (In the North 
American negro the incidence of Group-O blood and 
of Rh positivity is lower and that of Group-A blood 
is higher.) 

The over-all malarial infection rate was 20%, 18% of 
infections being caused by Plasmodium falciparum. No 
evidence could be found for a protective effect against 
malaria of possession of sickle-cell haemoglobin. The 
authors realize, however, that to obtain such evidence 
would require the examination of a large number of 
children—that is, of subjects without acquired immunity. 

H. Lehmann 


145. The Diagnosis of Thalassemia Trait by Starch 
Block Electrophoresis of the H 

P. S. GERALD and L. K. DiamMonp. Blood [Blood] 13, 
61-69, Jan., 1958. 3 figs., 18 refs. 

The differential diagnosis of thalassaemia and the 
thalassaemia trait (thalassaemia minor) is not always 
easy, and the observation of an increase in the haemo- 
globin-A2 fraction in the blood is of some importance in 
the classification of doubtful cases. Electrophoresis of 
normal adult haemoglobin (haemoglobin A) shows that 
it consists of three components: the major part is 
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-haemoglobin A;; another, much smaller, component 
which at alkaline pH moves just in front of haemoglobin 
A, is haemoglobin A3; while haemoglobin A» has the 
same mobility as haemoglobin E and constitutes about 
2% of the whole haenfoglobin-A fraction. To detect 
changes in such small quantities thus requires the electro- 
phoretic fractionation of a larger amount of haemo- 
globin A than can be examined conveniently by the 
routine paper technique. The method of choice is 
electrophoresis on a starch block. The large and the 
small components can then be distinguished easily, 
eluted from the starch, and their proportions deter- 
mined. 

This paper from the Children’s Medical Center (Har- 
vard Medical School), Boston, describes the results 
obtained by starch-block electrophoresis and conven- 
tional haematological techniques in a study of 24 adults 
with thalassaemia trait who were the parents of 12 children 
with classic thalassaemia major. All the adults were un- 
related, the majority being descendants of Italian immi- 
grants and the remainder being of Central European, 
French, and Greek origin. With the exception of one 
putative father (who could be shown on the basis of 
blood-group determinations not to be the “ genetic” 
father) all these parents had an increased proportion of 
haemoglobin A> in the blood. The amounts of haemo- 
globin A2 present (as percentage of total haemoglobin 
content) seemed to follow a discontinuous rather than a 
random distribution. Thus in one group the value was 
between 3-1 and 3-8% (4 cases) and in another between 
4-4 and 5-3% (18 cases), while in one case the concentra- 
tion amounted to nearly 7%. Such a discontinuity sug- 
gested the existence of genetic factors, and in fact a study 
of 6 thalassaemic families totalling 14 affected members 
showed that the haemoglobin-A, values were very similar 
within individual pedigrees. 

The authors suggest that the minimum diagnostic 
criteria for the thalassaemia trait are a reduced mean 
erythrocyte volume and an increase in the haemoglobin- 
A2 fraction in the blood. If either of these two is absent 
the erythrocytic defect must be assumed to be a new one 
which requires identification. H. Lehmann 


146. Treatment of Polycythaemia Vera with Radioactive 
Phosphorus 

J. R. Fountain. British Medical Journal (Brit. med. 
J.] 2, 1335-1337, Dec. 7, 1957. 2 figs., 10 refs. 


An analysis is presented of the results obtained with 
radioactive phosphorus (32P) in the treatment of polycy- 
thaemia vera, a total of 47 patients having been treated 
since 1952 at the General Infirmary at Leeds. Treat- 
ment was given on an out-patient basis, and 40 of the 
47 were followed up for more than 3 months. Vene- 
section was not carried out initially as a routine, but in 
10 patients it was considered desirable for the relief of 
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symptoms. Reduction of the erythrocyte mass to nor- 
mal by massive venesection was not attempted in any 
of the cases. All the patients received a dose of 3 mc. 
of 32P intravenously, further doses being given during 
the second or third month if indicated by the haemato- 
logical state; in the majority of the patients a normal 
blood count was attained after a total dose of 3 to 6 mc. 


A few patients required larger doses, and in 2 adequate - 


control was not obtained with 32P therapy alone. 

The clinical manifestations, the response to administra- 
tion of 32P, and the haematological findings are described. 
A remission after an initial course of treatment was ob- 
served in 38 patients and lasted from 2 to 37 months 
(over one year in 20 patients and over 2 years in 10). 
Of 25 patients who relapsed, 22 responded to a second 
course of treatment, and of these 22, 11 relapsed after 
a second remission lasting up to 20 months, but again 
responded to a further course of 32P. There were 2 
deaths, one from myeloblastic leukaemia and one from 
leuco-erythroblastic anaemia. 

The author concludes that administration of 32P is 
now the treatment of choice in polycythaemia vera. 

L. J. Davis 


147. Thrombocytopenias and Platelet-antibodies. [In 
English] 

J. WeItNREICH. Vox Sanguinis [Vox Sang. (Basel)] 2, 
294-302, Sept., 1957. 16 refs. 


At the Medical Clinic, University of Freiberg, speci- 
mens of serum from 240 patients were examined for the 
presence of platelet antibodies, a simple slide agglutina- 
tion test being used. In just over one-fifth of the speci- 
mens from 48 cases of idiopathic thrombocytopenic 


purpura and 104 cases of secondary thrombocytopenic 
purpura a positive result to the agglutination test was 
obtained, the majority of the positive reactions in the 
latter group being observed in patients with hepato- 


splenomegaly or pancytopenia. Of 88 patients with 
miscellaneous diseases without thrombocytopenia, 2 
showed platelet agglutinins in the serum, but both had 
had multiple blood transfusions previously. Of 250 
normal specimens, 2 gave weakly positive reactions, 
such reactions being attributed to naturally occurring 
iso-antibodies. The presence of platelet agglutinins 
could usually be related to the clinical condition of the 
patient and to the effects of treatment. E. G. Rees 


148. Effect of Temperature on Survival of Bacteria in 
Blood for Transfusion. With a Note on Contamination 
by Cold-growing Organisms 

J. D. James and E. J. Stokes. British Medical Journal 
[Brit. med. J.] 2, 1389-1395, Dec. 14, 1957. 11 refs. 


This article from the North London Blood Transfusion 
Centre and University College Hospital, London, reports 
investigations carried out on blood collected from donors 
to determine the effect on bacterial survival of early 
refrigeration, involving transport to the Centre in refri- 
gerator vans, as compared with delayed refrigeration, 
the blood being placed in a refrigerator only after reach- 
ing the Centre up to 8 hours after being taken. During 


the past 6 years some of the blood reaching the Centre 
has been transported in refrigerator vans and some in 
vans without refrigeration. Each month 7 bottles of 
varying ages—a total of 406—have been cultured, of 
which only one was found to be infected (by a micro- 
coccus), this bottle being one of those which had been 
refrigerated immediately after being taken. 

Tests were carried out in which freshly drawn blood, 
divided into 3 equal parts, was infected with small 
inocula (equivalent to 1,600 to 4,100 organisms per whole 
bottle) of a strain (BP1) of cold-growing pseudomonas. 
One part was then refrigerated at 4° C., while one was 
incubated at 37°C. for 12 hours and the third left at 
room temperature (18 to 23°C.) for 12 hours before 
refrigeration. Subcultures were made at intervals for 
4 weeks and finally after 2 days at room temperature. 
Those samples of blood which had been kept at 37° C. 
before refrigeration were more frequently found to 
remain sterile than the others. In further experiments 
several strains of Staphylococcus pyogenes, 2 strains of 
cold-growing pseudomonas (BP1 and BP2), and a 
strain of Escherichia coli which grew well in blood were 
used. When large inocula (equivalent to 500,000 organ- 
isms per bottle) were used to infect samples of fresh 
blood there was no evidence of any multiplication during 
2 hours’ incubation at 37°C. With small inocula (less 
than 200 organisms per bottle) it was found that whereas 
incubation at 37° C. for 2 to 6 hours sometimes sterilized 
the blood, immediate refrigeration rarely did so, except 
in the case of the strain of Esch. coli. There was some 
difference between the two strains of cold-growing pseu- 
domonas, BP2 being much more resistant to the steriliz- 
ing effect of blood than BP1. When experimentally 
infected blood was allowed to cool slowly from body 
temperature by standing at room temperature for some 
hours before refrigeration and its sterility after 28 days 
compared with that of blood which had been refriger- 
ated immediately after collection no difference could be 
found between them. In fact only one sample remained 
sterile out of 18 infected with the BPI strain in both 
groups, the blood in each instance coming from the same 
donor and presumably being particularly active against 
this organism, while none of the 20 in each group infected 
with the BP2 strain remained sterile. It was noticed 
that the samples which had been allowed to cool slowly 
showed evidence of bacterial growth a few days before 
those immediately refrigerated. However, the samples 
tested were half the size of the standard bottle and it is 
probable that in practice any effect of immediate refriger- 
ation in delaying the growth of organisms would be so 
slight as to be negligible. 

The authors therefore conclude that in temperate 
climates refrigeration of blood intended for transfusion 
is not essential until at least 8 hours after collection, 
but that although certain contaminating bacteria, 
especially cold-growing organisms, appear to be killed 
by incubation before storage, this cannot be recom- 
mended as a routine procedure without further extensive 
investigation. . 

The prevention of contamination of blood is discussed, 
and a method of examining blood suspected of bacterial 
infection is described. R. F. Jennison 
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Respiratory System 


149. Mucoid Impaction of the Bronchi. A Study of 
Thirty-six Cases 
R. R. SHAw, D. L. PAULSON, and J. L. KEE. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.} 76, 970-982, Dec:, 1957. 7 figs., 6 refs. 


In 1951 the authors first described the clinical entity 
which they term mucoid impaction of the bronchi. In 
‘he present paper from Texas University Southwestern 
Medical School and Baylor Hospital, Dallas, Texas, 
-hey report a further 26 cases of this condition, bringing 
‘heir total to 36. The authors state that a diagnosis of 
mucoid impaction of the bronchi should be considered in 
any patient with a history of asthma and recurrent respira- 
iory infections associated with haemoptysis and pain. 
The pathology, signs and symptoms, and radiological 
“ppearances are described, and the medical and surgical 
ireatment is discussed, resection being recommended for 
localized disease and conservative measures for patients 
with multiple diffuse impactions. 

Of the 36 patients, 22 were subjected to surgery; in 14 
of these mucoid impaction of the bronchi was correctly 
diagnosed before operation, in 6 operation was indicated 
to exclude malignancy and in 2 to exclude tuberculosis. 
Segmental resection was possible in only 6 of the 22 
patients, lobectomy being performed in the remainder. 
There was one death, and 2 patients subsequently re- 
quired pneumonectomy. Of 19 surgically treated 
patients for whom adequate follow-up information was 
available, 16 had definitely improved, whereas only 2 
out of 14 treated by medical measures showed improve- 
nent. 

It is pointed out that although removal of the localized 
region of infection may improve the asthmatic status of 
the patient, a new area of involvement may subsequently 
develop. This occurred in 4 cases in the present series, 
but was not severe enough to require surgical treatment. 

B. Golberg 


150. Pulmonary Sequestration. Review of the English 
Literature with a Report of Four Cases 

A. B. EAKER, J. L. HANNON, and S. W. FRENCH. Ameri- 
can Journal of Surgery [Amer. J. Surg.] 95, 31-39, Jan., 
1958. 4 figs., 42 refs. 


151. Tobacco Smoking, Motor Exhaust Fumes, and 
General Air Pollution in Relation to Lung Cancer Incidence 
C. A. Mitts and M. M. Porter. Cancer Research 
[Cancer Res.] 17, 981-990, Nov., 1957. 2 figs., 22 refs. 


A survey was undertaken by the University of Cincin- 
nati College of Medicine of the smoking habits and 
average annual distance travelled by motor transport (as 
a measure of exposure to exhaust fumes) during the past 
10 years of the inhabitants of three contrasting districts: 
(1) that part of the city of Cincinnati in which sources of 
air pollution are most numerous and natural ventilation 


poorest; (2) the suburbs of Cincinnati; and (3) a rural 
district 40 to 60 miles (64 to 97 km.) from Cincinnati. 
It was not practicable to carry out random sampling of 
households, and certain areas were therefore selected as 
representative, families resident in the area for less than 
10 years being excluded. Data were obtained for each 
adult member of the family—usually from the house- 
wife—and were collected in the city area by house-to- 
house visits, and in suburban and rural areas partly by 
house-to-house visits and partly by telephone calls. 
Similar information concerning residents of the same 
areas who had died of cancer of the respiratory tract 
during the period 1947-55 was obtained from death 
certificates, hospital records, and relatives or close 
friends in 76°% of cases in the urban areas and 28°% of 
those in the rural district (the survey here being as yet 
incomplete). 

Analysis of the results indicated that tobacco smoking 
was significantly correlated with the incidence of lung 
cancer, whether or not there was in addition heavy 
exposure to exhaust fumes in urban motor traffic or to 
general urban air pollution. An average annual driving 
distance of more than 12,000 miles (19,300 km.) was 
significantly associated with an increased incidence of 
lung cancer among urban men, except for smokers. 
Mortality from lung cancer was significantly higher 
among men aged 40 to 59 years in the urban area of 
Cincinnati than among men in the suburban area, 
irrespective of motor mileage. When men of all ages 
above 40 years were included in the calculation the 
association was of more doubtful significance. 

Richard Doll 


152. Spontaneous Pneumothorax 

T. F. McCartny and D. P. Misra. British Journal of 
Tuberculosis and Diseases of the Chest [Brit. J. Tuberc.] 
52, 64-69, Jan., 1958. 6 refs. 


The authors describe a series of 28 cases of spontaneous 
pneumothorax seen in two chest clinics and the two main 
hospitals in the Stockport Clinical Area over the past 
5 years. Of the 28 patients, 24 were males, 23 of them 
being between 21 and 60 years of age. Associated chest 
conditions were: the late stages of pulmonary tuber- 
culosis in 3, bronchitis and emphysema in 4, emphysema 
with bullous formation in 2, scarring of lung fields in 3, 
and an isolated bleb on the surface of the lung in one. 
The condition was considered to be traumatic in one, 
while in 14 no associated chest lesion could be found. 
In 7 of 25 non-tuberculous cases pneumothorax had 
recurred. Most cases responded to rest or palliative 
measures, but aspiration was tried if substantial expan- 
sion had not taken place within two weeks. In recurrent 
or long-standing cases continuous suction with an electric 
pump through an indwelling intercostal catheter was 
carried out. Decortication was found to be necessary in 
one case only. I. Ansell 
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Otorhinolaryngology 


153. A Theory of Nerve Deafness 
R. L. Grecory and J. G. Watiace. Lancet [Lancet] 1, 
83-84, Jan. 11, 1958. 2 figs., 7 refs. 


The authors attempt to explain the distinctive features 
of nerve deafness on the basis of analogies drawn from 
previous work on visual discrimination, and describe 
certain observations made to test their theory, the pre- 
liminary results of which are described as “ fairly en- 
couraging”. Visual discrimination is thought to be 
limited by the channel capacity of the system, which is 
a function of the number of fibres available for discrimina- 
tion and the level of random neural activity or “* noise ” 
tending to mask the signal. It is therefore suggested 
that nerve deafness may be due to a reduction in the 
effective signal: noise ratio of the neural system involved, 
either through loss of functional fibres or through 
increased noise. 

[The suggestion that nerve deafness is comparable with 
the effects of masking due to noise is, however, highly 
controversial. As a rule a patient with serious nerve 
deafness is not aware of an excessive degree of inherent 
noise, at least not to the same degree as the patient with 
a conductive type of deafness, which prevents ambient 
noise from masking the tinnitus.] 

E. D. Daziel Dickson 


154. A Review of Tumours of the Glomus Jugulare with 
Reports of Three Further Cases 

I. C. Simpson and R. DALLACHY. Journal of Laryngology 
and Otology [J. Laryng.] 72, 194-226, March, 1958. 
12 figs., bibliography. 


155. The Prognosis of the Operative Improvement of 
Hearing in Chronic Middle Ear Infections 

F. ZOLLNER. Annals of Otology, Rhinology and Laryn- 
gology [Ann. Otol. (St. Louis)] 66, 907-917, Dec., 1957. 


Operations for the plastic reconstruction of the sound- 
conducting mechanism in cases of chronic otitis media 
are of three types, as defined by Wullstein, with different 
prognostic possibilities. Type I, in cases with intact 
ossicles, may result in the restoration of normal hearing. 
Type II, consisting in restoration of the drum membrane 
and the use of part of the ossicular chain (the stapes) 
for sound transmission, may result in normal hearing, 
but the chance is less than with Type I. Type III, con- 
sisting in restoration of the phase difference between the 
foramen rotundum and the foramen ovale in cases with 
a total defect of the conducting mechanism may result 
in improvement, but hearing will seldom reach 30 db. 
for the speech frequencies. 

Of 39 cases in which an operation of Type II was 
performed, it was successful in 27, in 22 of which hearing 
reached the 30-db. level. A patent Eustachian tube is 
essential for success, and the author has tried to achieve 
this by passing a silk thread from the car to the naso- 
pharynx and thence through the nose to the cheek. 
He has also used a fine acrylic tube. If these methods 


~ are used the risk of damage to the ear is small, but in's 


few cases prolonged treatment, and sometimes more 
than one operation, will be necessary. 
William McKenzie 


156. Mbyringoplasty. Plastic Repair of Ear Drum Per- 
forations 

L. PrETRANTONI and E. Bocca. Annals of Otology, 
Rhinology and Laryngology {Ann. Otol. (St. Louis)] 66, 
1160-1172, Dec., 1957. 12 figs., 18 refs. 


The indications for myringoplasty adopted by the 
authors at the Ear, Nose, and Throat Clinic of the 
University of Milan are: a perforation of the ear drum 
which has been dry for years; good bone conduction; 
and improvement in the air-conduction audiogram after 
an artificial prosthesis has been placed over the perfora- 
tion. By these criteria comparatively few cases will be 
found suitable for myringoplasty, but the operation was 
successful in 31 out of the authors’ 33 cases. 

Their technique is as follows. A whole-thickness skin 
graft is taken from the retroauricular sulcus and applied 
to the inner half of the meatus, from which the skin is 
removed, and to the drum membrane, which has been 
stripped of its epithelium. No foreign body is left in the 
middle ear to act as a support. Access to the drum is 
obtained through an endaural incision, and the authors 


do not approve of the performance of an operation of. 


this kind through an aural speculum. They recommend 
that if the hearing loss is greater than 30 db. for the speech 
frequencies before operation no promise should be given 
that the hearing will improve, because deafness of so 
great a degree is seldom produced by a simple perforation 
of the drum alone. William McKenzie 


157. Treatment of Papilloma of the Larynx 

F. C. W. Capps. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St. Louis)| 66, 926-938, Dec., 
1957. 3 figs., 9 refs. 


The author quotes the following list of aphorisms sent 
to him by A. R. Dingley. ‘“ (1) Don’t attempt to give 
a child with a larynx full of papillomata a good voice; 
you will be very likely to give such a case a permanently 
bad adult voice. (2) Don’t do both sides at one sitting. 
(3) Don’t do more than pluck off the protruding papillo- 
mata. (4) If there are small papillomata on both cords 
up to the anterior commissure, leave this critical area 
alone. (5) All treatment should have one aim: don’t 
damage the larynx.” There appears to be no effective 
alternative to surgical removal for multiple papillomata 
of the larynx in childhood, and the author advises 
against tracheotomy if it is likely to have to be retained 
for any length of time. In his experience improvement 
does not occur at puberty. He recommends the passage 
of a bronchoscope at intervals, because there may be an 
occasional papilloma below the larynx. 

William McKenzie 
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158. Azo Gantrisin in the Treatment of Urinary Tract 
infections 
H. M. TRAFTON and H. E. Linp. IJnternational Record 


of Medicine [Int. Rec. Med.| 170, 657-664, Dec., 1957. 
8 refs. 


“* Azo gantrisin ’’, a combination of 10 parts by weight 
of “* gantrisin ’ (sulphafurazole) with one part of phenyl- 
.zodiaminopyridine hydrochloride, was used at Brooks 
Hospital, Brookline, Massachusetts in the treatment of 
inore than 100 patients with acute or chronic urinary 
infections. In a dose of 2 to 4 g. a day it gave sympto- 


matic relief within hours, whereas sulphafurazole alone 


‘00k 2 or 3 days to relieve symptoms. This local 
~nalgesic action is the main advantage of azo gantrisin, 
iis antibacterial potency being similar to that of sulpha- 
furazole. Its one disadvantage is that it may stain the 
clothing. During treatment the concentration of sul- 
phafurazole in the urine was higher than that in the 
plasma. No patient developed haematuria, crystalluria, 
anaemia, or leucopenia, but 2 patients developed what 
vas considered to be drug fever. 

The clinical response to azo gantrisin could not be 
correlated with the concentrations of sulphafurazole 
a.tained in the urine or plasma or with the results of 
bacterial sensitivity tests: Although treatment was 
a ways given for at least 10 days, sterilization of the urine 
was not often obtained, but bacterial resistance did not 

evelop. In general, azo gantrisin was ‘* moderately 
eifective’’ against infections. with Escherichia coli, 
enterococci, and certain strains of Staphylococcus aureus, 
but not against those With Proteus spp., Pseudomonas 
aeruginosa, or Aerobacter aerogenes. T. B. Begg 


159. Prolonged Treatment of Urinary-tract Infections 
with Sulfamethoxypyridazine 

H. G. GrieBLe and G. G. Jackson. New England 
Journal of Medicine [New Engl. J. Med.] 258, 1-7, Jan. 2, 
1958. 45 refs. 


The authors, from the University of Illinois College 
of Medicine, Chicago, report a trial of sulphamethoxy- 
pyridazine in the long-term treatment of infections of the 
urinary tract. 
females), 10 had acute and 38 had chronic infections. A 
few patients received 1 g. of the drug daily, but generally 
the treatment regimen was a loading dose of 2-5 g. and 
a daily maintenance dose of 0-5 g. for at least 3 weeks. 
Some of the patients were treated for as long as 250 days. 
There was no significant accumulation of the drug even 
in the presence of azotaemia. 

A total of 87 strains of various organisms were re- 
covered from the urine before treatment started, 66 being 
Gram-negative and 21 Gram-positive. Of the former 
group of strains, 28 were eradicated by treatment, 
Escherichia coli being the most responsive. The anti- 
bacteria] effect of the drug on the Gram-positive strains 


Urogenital System 


_ was poor. 


Of the 48 patients (11 males and 37- 
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Most of the patients with such complications 
as calculi or congenital abnormalities had mixed infec- 
tions and were little improved by the treatment. In 8 of 
the 10 patients with acute infections administration of 
sulphamethoxypyridazine resulted in symptomatic relief, 
with suppression of bacteria in 7. Of the 38 with chronic 
infection, only 9 obtained symptomatic relief; moreover, 
there was a reduction in pyuria in less than one-third of 
the patients. 

The criterion of cure was freedom from infection for 
4 to 6 weeks, and on this basis cure was obtained in 10 
cases, all of Esch. coli infection. Symptoms of acute 
infection were present in 5 of these and 2 were asympto- 
matic before treatment. Cure was achieved in only one 
of the 24 patients with chronic pyelonephritis and in 
none of those with a gross anatomical abnormality. Of 
63 patients observed for adverse reactions after one or 
more courses of the drug, 14 had reactions during the 
first 3 weeks of the first course which were severe 
enough to call for cessation of treatment. Headaches 
and a rash were the commonest reactions, but fever, 
abdominal pain, and dizziness were also encountered and 
one patient had crystalluria. 

[On the basis of this report sulphamethoxypyridazine 
appears to be as effective as the other sulphonamides 
commonly used, but to possess no advantage over them.] 
T. B. Begg 


160. Phenolsulphonephthalein Excretion Test. Clinical 
Observations in 1,000 Cases. [In English] 

A. KASANEN and J. L. KALLIOMAKI. Acta medica Scan- 
dinavica [Acta med. scand.] 159, 341-352, Dec. 16, 1957. 
6 figs., 10 refs. 


In 1,000 patients with renal and other disease studied 
at the University Medical Clinic, Turku, Finland, the 
authors have determined the percentage of intramuscu- 
larly injected phenolsulphonphthalein (PSP) which was 
excreted in 2 hours, comparing the results of the PSP 
test with the clinical features and results of other tests of 
renal function in these cases. In 5 healthy subjects 
tested on 3 consecutive days the results were rather 
variable, but excretion was generally over 50%, the 
smallest range being 14°% and the greatest 30%. 

In the patients with renal and other diseases there was 
a general correlation between PSP excretion and urine 
specific gravity, the presence of anaemia, the excretion of 
diodone on urography, and the clearance of urea and 
endogenous creatinine. [There may be an error in one 
of the figures, which shows normal values for urea clear- 
ance but only about half normal for creatinine clearance. ] 
PSP excretion was found to be depressed in chronic but 
not in acute pyelonephritis; it was not depressed in 
patients with anaemia who had no renal disease. 
Among hypertensive patients PSP excretion was reduced 
in 11 out of 13 (85%) of those with retinopathy of Grade 
IV.. D. A. K. Black 
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Endocrinology 


161. Magnesium Studies in Relation to Hyperpara- 
thyroidism 

B. A. Barnes, S. M. KRANE, and O. Cope. Journal of 
Clinical Endocrinology and Metabolism [J. clin. Endocr.} 
17, 1407-1421, Dec., 1957. 2 figs., 35 refs. 


Magnesium metabolism was investigated by means of 
a magnesium balance study in a case of hyperparathyroid- 
ism before and after extirpation of an active parathyroid 
tumour at the Massachusetts General Hospital, Boston. 
The amounts of ingested and excreted magnesium were 
determined in acid extracts of ashed specimens by a 
colorimetric method, coupling the magnesium ion with 
titan yellow dye. Nitrogen, calcium, and phosphorus 
balances were also measured. : 

Removal of the tumour resulted in the reversal of the 
previously negative nitrogen, magnesium, phosphorus, 
and calcium balances. The marked renal conservation 
of magnesium, resulting in greatly diminished magnesium 
excretion after the operation, was not dependent on such 
factors as the anaesthesia, the period of bed rest, or 
analgesic drugs. It is presumed, therefore, that the 
changes noted after removal of the parathyroid tumour 
were associated with the decrease in the level of circu- 
lating parathyroid hormone. G. B. West 


THYROID GLAND 


162. The Endocrine Dependency of Certain Thyroid 
Cancers and the Danger that Hypothyroidism May 
Stimulate Their Growth 

G. Crite. Cancer [Cancer (Philad.)] 10, 1119-1137, 
Nov.—Dec., 1957. 7 figs., 32 refs. 


From the Cleveland Clinic Foundation, Cleveland, 
Ohio, a report is presented on 39 patients with in- 
operable or metastatic cancer of the thyroid gland who 
were treated with desiccated thyroid in doses of 3 to 6 
grains (0-2 to 0-4 g.) daily. There was no response in 10 
patients with undifferentiated tumours, and in only 2 out 
of 7 cases of adenocarcinoma did growth appear to 
be arrested. The growth of 2 out of 3 medullary car- 
cinomata was arrested for 24} to 44 years, but these 
patients also received radiotherapy. Of 2 patients with 
metastases from low-grade, encapsulated, angio-invasive 
carcinoma, only one showed a partial response in the 
form of arrest of pulmonary metastases. The most im- 
pressive response to thyroid extract occurred in cases of 
papillary or follicular carcinoma; thus of 50 such patients 
treated by surgery combined with oral thyroid extract, 
only 2 showed any persistence or recurrence of the 
tumour, and in these 2 the growth was retarded. 

The author reviews the evidence in the literature sug- 
gesting that the growth of thyroid cancer may be stimu- 
lated by hypothyroidism induced by administration of 
radioactive iodine (13!]), total thyroidectomy, or anti- 


thyroid drugs and cites cases of his own to illustrate this 
point.. He considers 131I to be particularly dangerous 
in this respect, not only because it may convert a differen- 
tiated, dependent tumour into one which is undifferen- 
tiated and autonomous, but also because it may cause 
leukaemia. He recommends that since hypothyroidism 
appears to be a factor in stimulating the growth of thyroid 
cancer, all patients suffering from this tumour should be 
treated with adequate doses of desiccated thyroid (3 
grains or more daily) to prevent recurrence and should 
receive 131] therapeutically only if this treatment has 
failed to produce regression of the tumour. 
D. G. Adamson 


163. Antithyroid Activity of N-Phthaly] Glutamic Acid 
Imide (K17) 

J. McC. Murpocu and G. D. CAmpBELL. British 
Medical Journal [Brit. med. J.] 1, 84-85, Jan. 11, 1958. 
3 figs., 5 refs. 


N-Phthalyl glutamic acid imide (K17), a white powder 
soluble with difficulty in water and of low toxicity, has 
been used extensively on the Continent as a sedative in 
doses of 25 to 50 mg. or hypnotic in doses up to 100 
mg. In addition it has been observed to reduce the 
increased basal metabolic rate in thyrotoxic patients, and 
the present authors, working at the University of Edin- 
burgh, therefore decided to investigate its effect on the 
uptake of radioactive iodine (131]) by the thyroid gland 
in euthyroid subjects. 

Doses of K17 varying between 50 and 400 mg. were 
given to 9 subjects and the effect observed on the uptake 
of a tracer dose of 20 uc. of 1311. No effect was observed 
with 50 mg. in one patient, but doses of 100 to 200 mg. 
caused slight to moderate depression of 13!I uptake in 
6 others, while complete inhibition of uptake was 
observed in the 2 remaining patients, who were given 
200 mg. and 400 mg. of K17 respectively. Those patients 
who were given 200 mg. or more became drowsy or fell 
asleep. The mode of action of this drug on the thyroid 
gland is unknown, and it is suggested that it should not 
be used for long-term sedation until its endocrine effects 
have been more fully investigated. A. C. Crooke 


164. Control of Treatment in Myxoedema by Electro- 
cardiography 
P. C. Gipson. Lancet [Lancet] 1, 128-131, Jan. 18, 1958. 
3 figs., 5 refs. 


The value of electrocardiographic control of the treat- 
ment of myxoedema is discussed, 12 typical cases in 
which this control was employed at Torbay Hospital, 
Devon, being reported. Generalized flattening or inver- 
sion of the T wave, which rises in response to treatment 
with thyroid extract, is the characteristic feature of 
myxoedema. Only standard limb leads were recorded. 
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Of the 12 patients, 7 had angina of effort which was 
relieved by administration of thyroid extract, but 2 of 
these had spasms of pain at rest which were unaffected by 
trinitrin and aggravated by thyroid. The author consi- 
ders that these attacks represent sensitivity reactions to 
thyroid extract associated with reversible coronary occlu- 
sion caused by intimal swelling and vasospasm. In one 
patient acute pulmonary oedema developed, which was 
attributed to the high initial dose of 2 gr. (0-13 g.) daily 
of thyroid extract. It is suggested that the initial dosage 
should not exceed } gr. (16 mg.) daily. None of the 
patients in this series required a maintenance dose of 
more than 2 gr. daily, and most of them did well on less. 
No correlation was observed between the basal metabolic 
rate and the dosage required. T-wave.changes reflected 
the degree of control of the myxoedematous state, 
normal voltage being restored when all symptoms had 
disappeared. 

The author discusses the dangers of excessive dosage of 
thyroid extract in myxoedema and emphasizes the value 
of control of dosage by serial electrocardiograms. 

Gerald Sandler 


ADRENAL GLANDS 


165. Further Studies on the Adrenal Cortex and Carbo- 
hydrate Metabolism 

W. W. WINTERNITZ, R. Dintzis, and C. N. Lona. 
Endocrinology [Endocrinology] 61, 724-741, Dec., 1957. 
1 fig., 45 refs. 


The subcutaneous injection of epinephrine [adrenaline] 
into fasted adrenalectomized rats is followed by a decline 
in muscle glycogen almost twice as large as in intact 
animals. Furthermore, in contrast to intact animals 
there is practically no accumulation of liver glycogen. 
Injection of adrenal cortical hormones restores the normal 
pattern of response. This difference in response is not 
due (a) to a failure to remove lactate from the blood or 
(bh) to an inability to form glucose from lactate. In 
consequence, in adrenalectomized rats there is a large 
portion of the muscle glycogen, mobilized by epinephrine, 
that is not accounted for as liver glycogen or increased 
glucose in the body fluids. Eviscerated adrenalecto- 
mized rats have a normal response to epinephrine. 
Evidently, a changed pattern of metabolism in the liver 
is responsible for the effects observed. The increased, 
and unaccounted for, disappearance of muscle glycogen 
is also found in adrenalectomized alloxan-diabetic rats. 

The infusion of glucose, fructose, glycerol, lactate and 
malate into fasted adrenalectomized rats is followed by 
much less glycogen deposition than in intact animals. 
This is restored by prior treatment with hydrocortisone. 
The increase in blood glucose after glycerol, lactate or 
malate infusion is not changed by adrenalectomy. 

It is suggested (a) that the liver is the site of the im- 
mediate effect of the adrenal cortical hormones on 
carbohydrate metabolism; (6) that these hormones may 
regulate both in the liver and other organs the extent to 
which glucose is utilized over alternate [sic] pathways of 
metabolism. Possible pathways that may be affected 
are discussed.—[Authors’ summary. ] 
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166. The Part Played by Certain Organic and Mineral 
Metabolites in the Eosinopenia Provoked by Cortisone. 
(Sur le réle joué par certains métabolites organiques et 
minéraux dans l’éosinopénie provoquée par la cortisone) 
A. ASCHKENASY. Revue francaise d’études cliniques et 
biologiques (Rev. frang. Et. clin. biol.] 2, 1013-1024, Dec., 
1957. 8 figs., 28 refs. 


The author describes experiments on intact and adrenal- 
ectomized rats carried out at the Hépital de la Pitié, 
Paris, to determine whether the action of cortisone in 
reducing eosinophilia is produced directly or through 
the mediation of protein substances or protein meta- 
bolites released by-the hormone. He also examined 
the effect of potassium and sodium on the eosinopenia. 
His results showed that many of the metabolites and 
amino-acids studied did cause a fall in the eosinophil 
count, and this effect was still present, though to a lesser 
degree, in the adrenalectomized rats. Thus sodium 
lactate, oxalacetate, ketoglutarate, and citrate reduced 
the eosinophil count 4 hours after injection, sodium 
lactate reducing the count by 69°% in intact rats and by 
34°% in adrenalectomized animals. Amino-acids ‘had a 
similar effect, the most effective being tyrosine, which 
reduced the eosinophil count by 88°% and 54°% in intact 
and adrenalectomized rats respectively. Relatively con- 
centrated solutions of sodium and potassium chloride 
also caused eosinopenia, but after adrenalectomy the 
effect of potassium salts was lost, although that of the 
sodium salts remained. It is concluded that the eosino- 
penic response to cortisone in adrenalectomized rats can 
be influenced by the injection of these organic substances, 
or even by changing the sodium content of the diet. 

M. C. G. Israéls 


DIABETES MELLITUS 


167. The Epidemiology of Diabetes Mellitus 
E. R. HarGreaves. Public Health [Publ. Hith (Lond.)] 
71, 363-370, Jan., 1958. 3 figs. 


The author, the Deputy County Medical Officer for - 
Cornwall, presents a brief account of the distribution of 
the mortality from diabetes mellitus in the most important 
countries of the world for the years 1937-47 and in Eng- 
land and Wales for 1948-52 and also for a 50-year period. 
The six countries with the highest diabetic death rates 
were the U.S.A., New Zealand, Denmark, Australia, 
Belgium, and Canada. The intermediate group com- 
prised the United Kingdom, South Africa, Holland, 
Austria, Switzerland, France, and Germany, while the 
lowest mortality occurred in the Mediterranean countries, 
Japan, Ireland, Spain, Portugal, Sweden, and, in spite of 
the reported high frequency of the disease among Jews, 
Israel. 

In England the mortality from diabetes was unexpect- 
edly high in East Anglia, where the over-all mortality is 
low, while in counties with a higher general mortality, 
such as Northumberland, Durham, and Lancashire, the 
mortality from diabetes was low. During the war years 
there was a fall in mortality in all age groups with the 
exception of females in the age group 15 to 35. In Corn- 
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wall the mortality from diabetes is high, and before the 
second World War was more than twice that for England 
and Wales; in more recent years it has remained at about 
50°%% above the national rate. It was shown regarding 
sex incidence that until the end of the first World War 
the mortality from diabetes was greater in males than 
females, but this position has now been reversed. The 
author discusses the uneven distribution of the disease, 
and notes that countries showing a high incidence are 
those with a high standard of living which derive dietary 
fat from animal sources, while countries with a lower 
standard of living have a lower incidence. In England 
the high incidence in East Anglia and Cornwall may be 
related to the dairy farming industry carried on in these 
regions. Similarly the increased incidence in women 
may be related to the better nutritional state of women in 
recent years. 

* The reported racial susceptibility of Jews to diabetes 
mellitus is not borne out by the low diabetic mortality 
in Israel, although it is pointed out that the adjusted 
mortality from diabetes in Stepney, a London metro- 
politan borough with a large Jewish population, is 50% 
higher than the rate for a neighbouring, mainly non- 
Jewish, borough. John Lister 


168. Role of the Adrenal Cortex in Diabetic Retino- 
pathy and Nephropathy 

H. Rirkin, S. SOLOMON, and S. LIEBERMAN. Diabetes 
[Diabetes] 7, 9-14, Jan.—Feb., 1958. 


The plasma 17-hydroxycorticosteroids, the urinary 
excretion of total 17-hydroxycorticosteroids and of the 
identifiable and individual urinary 17-ketosteroids, as 
well as the response of these substances to exogenously 
administered ACTH have been studied in diabetic patients 
with and without capillary vascular disease. Results of 
this investigation indicate that there is no evidence of 
adrenal cortical hyperfunction in patients with un- 
complicated diabetes, diabetic retinopathy and nephro- 
pathy.—[Authors’ summary. ] 


169. An Abnormality of Nonesterified Fatty Acid Meta- 
bolism in Diabetes Mellitus 

E. L. BierMAN, V. P. Doig, and T. N. Roperts. Dia- 
betes [Diabetes] 6, 475-479, Nov.—Dec., 1957. 5 figs., 
34 refs. 


The non-esterified fatty acid (N.E.F.A.) fraction of 
plasma has a very rapid turnover in the body, its con- 
centration falling sharply after the injection of insulin or 
of glucagon, and it appears to be a major link in the 
transport of fatty acids from depots to the liver and peri- 
pheral tissues. An elevation of the plasma N.E.F.A. 
level having been reported by Laurell (Scand. J. clin. Lab. 
Invest., 1956, 8, 81) in 3 cases of diabetic acidosis, the 
present authors, working at the Hospital of the Rocke- 
feller Institute and the New York Hospital, have studied 
the plasma levels of this fraction in diabetic patients with 
and without acidosis and compared them with those in 
healthy subjects. The method of estimation used .is 
described. 

The fasting plasma N.E.F.A. level in 40 non-diabetic 
control subjects averaged 572 (+280) Eq. per litre, 


in 27 diabetics without ketosis 849 (+ 287) Eq. per litre, 
and in 10 diabetics with ketonuria 1,311 (+466) wEq. 
per litre. There was no correlation between elevation 
of the fasting plasma levels of N.E.F.A. and of glucose. 
Injection of insulin caused a prompt reduction in the 
plasma N.E.F.A. level in all the ketotic diabetics. 

It is suggested that measurement of the concentration 
of N.E.F.A. in the blood may prove of value in the 
assessment of the metabolic defects in diabetes. 

C. L. Cope 


170. Clinical Trial of Carbutamide (BZ 55) in Diabetic 
Out-patients 

C. L. Jomver and C. T. Lee. Guy’s Hospital Reports 
[Guy’s Hosp. Rep.] 106, 288-299, 1957. 11 refs. 


The authors have studied the effect of carbutamide on 
diabetic out-patients attending the Pennsylvania Hospital, 
Philadelphia. Unlike other workers who have studied 
this drug and the similar drug tolbutamide, they chose 
patients who were poorly controlled by other methods, 
or who were taking more than 80 units of insulin daily. 
Observation was maintained over a period of 6 weeks, 
during the first 2 weeks and the last 2 weeks of which 
placebo tablets were given, while for the middle fort- 
night carbutamide was administered. In each period a 
loading dose of 6 tablets on the first day and 4 on the 
second was followed by a maintenance dose of 2 
daily; each tablet of carbutamide contained 0-5 g. of 
the drug. The patients tested their urine five times 
daily with “‘ testape ’’ and the mean level of glycosuria 
for the second week in each period was estimated. The 
fasting blood sugar level and body weight were recorded 
weekly. In addition a follow-up study was carried out 
over one to 6 months during which all patients received 
1 g. of carbutamide daily. During the trial the patients 
continued to take their usual dose of insulin. Assess- 
ment of the results for the 49 patients completing the trial 
resulted in 6 being classified as “‘ successes’. In addition 
a further 22 showed improvement on taking carbutamide 
but maintained this improvement during the third period 
while taking the placebo; the results in these cases are 
difficult to interpret, as this further improvement might 
simply be due to stricter adherence to the dietary regimen 
or possibly to some prolonged action of the carbutamide. 
The other 21 patients showed no response. 

During the follow-up period an attempt was made to 
reduce the dosage of insulin of those patients who were 
taking it. According to rather different criteria of suc- 
cess 24 patients showed a marked response, 16 a moder- 
ate response, and 7 no response. All the patients 
originally classified as ‘“‘ successes” maintained their 
improvement during the follow-up period. A few who 
had originally been classified as “‘ failures’ were sub- 
sequently able to reduce their dose of insulin. The com- 
plete failures were nearly all patients of thin or normal 
build who. were receiving insulin. The only toxic 
reaction observed was a mild exfoliative dermatitis in 
one case. The authors conclude that the drug was only 
really necessary in about 18°% of the successful cases, and 
that many of them might well have been similarly im- 
proved by stricter diet alone. T. D. Kellock 
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171. The Guiding Principles of Cortisone Therapy in 
Practice. (Richtlinien fiir die Cortisontherapie in der 
Praxis) 

E. Fenz. Zeitschrift fiir Rheumaforschung [Z. Rheuma- 
forsch.] 16, 382-389, Dec., 1957. 1 ref. 


The author reports the results in 191 out of 220 cases 
o° rheumatism treated with cortisone in general practice 
in Vienna. The series included 109 cases of rheumatoid 
arthritis, 13 of acute rheumatism, and 24 of non- 
inflammatory rheumatism (including 10 of osteoarthritis 
and 4 of spondylosis), as well as other smaller groups. 
Tie generally accepted absolute and relative contra- 
indications to corticosteroid therapy are listed. Before 
sturting treatment preliminary investigations, which in- 
clided measurement of the range of movement of the 
afiected joints, erythrocyte sedimentation rate, blood 
pressure, leucocyte count, and microscopical examination 
of the urine, were carried out before and 6 hours after 
the subcutaneous injection of 100 mg. of cortisone. In 
favourable cases an increased range of movement could 
be detected after this interval. Similar investigations 
were again carried out after a preliminary period of one 
week’s treatment with oral cortisone or hydrocortisone 
(75 mg. daily) or prednisone or prednisolone (20 mg. 
daily). Definite treatment was started in all cases which 
showed some initial response; usually one of the newer 
ste‘oid preparations was used, the dose of which was 
determined individually for each patient, the smallest 
effective dose being administered. [The period of 
follow-up is not stated, nor is any indication given of the 
patients’ distribution by age and sex.] 

The response to treatment is presented in the form of 
tables. The best results in patients with rheumatoid 
arthritis were obtained in those in whom the disease was 
in iis early phase and the onset recent (less than one year 
before the beginning of corticosteroid therapy). The 
clearing up of focal sepsis also seemed to exert a favour- 
able influence on the response to treatment. Complica- 
tions due to the treatment occurred in 12 cases, and in- 
cluded 3 cases of depression and 3 of oedema [but it is 
not stated whether these were severe enough to necessi- 
late discontinuation of cortisone therapy]. 

H. F. Reichenfeld 


172. An Evaluation of Meprobamate in the Treatment of 
Various Rheumatic Disorders 

C. L. SremvperG and A. I. ROODENBURG. American 
Journal of the Medical Sciences [Amer. J. Med. Sci.] 
235, 157-163, Feb., 1958. 21 refs. 


173. A Possible Basis for the Anti-inflammatory Activity 
———— and Other Non-hormonal Anti-rheumatic 

§.$. Apams and R. Coss. Nature [Nature (Lond.)] 181, 
13-774, March 15, 1958. 11 refs. 
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174. Cortisone and Salicylates in Chronic Relapsing — 
Rheumatic Carditis 
J. Lorper, K. S. Hort, J. RENDLE-SHoRT, and R. S. 
ILLINGWORTH. Annals of the Rheumatic Diseases {Ann. 
rheum. Dis.] 16, 481-484, Dec., 1957. 3 refs. 


A further report is presented from the Department of 
Child Health, University of Sheffield, on the results 
obtained with cortisone combined with salicylates in the 
treatment of rheumatic fever. The patients, 6 children 
aged 9 to 13 years, had relapsing or polycyclic attacks of 
rheumatic carditis with prolonged activity. As there _ 
were no overt signs of acute rheumatism the results of 
treatment were assessed from the rate of fall of the ery- 
throcyte sedimentation rate (E.S.R.). In 3 patients the 
E.S.R. fell to normal within 7 days and remained so 
except for a transient “‘ rebound” when treatment was 
reduced or withheld. In 2 the initial response was 
similar to that in the first 3, but when treatment was dis- 
continued the condition relapsed and relapses recurred 
in spite of further courses of treatment. In the remaining 
patient no response to treatment was observed. 

It is concluded that combined therapy with steroids 
and salicylates may be of value in children with “‘ smoul- 
dering” rheumatic carditis, but that the duration of 
treatment may have to be prolonged. 

C. Bruce Perry 


175. Prevention of Rheumatic Fever and Rheumatic 
Heart Disease: a Brief Historical Review anda Prelimin- 
ary Report of Three Controlled Studies 

B. F. MAsse., D. C. Fyter, M. M. HAZEL, H. MAUTNER, 
M. H. KAPLAN, S. L. STANCER, J. M. MILLER, R. GOEBEL, 
and S. Bropre. Bulletin of the St. Francis Hospital and 
Sanatorium [Bull. St. Francis Hosp. (Roslyn)] 14, 1-26, 
April-July—Oct. [received Dec.], 1957. 5 figs., 32 refs. 


In this series of reports from the House of the Good 


‘Samaritan and Harvard Medical School, Boston, the 


authors briefly review the development of rheumatic 
fever prophylaxis and present preliminary clinical 
studies of the efficacy of different schemes of penicillin 
administration, this last being assessed from the results 
of over 1,000 biological assays of serum penicillin 
levels. 

It was found that buffered benzylpenicillin was better 
absorbed from the gastro-intestinal tract than benzathine 
penicillin, and that its absorption rate was not related 
to meals. Phenoxymethylpenicillin was absorbed about 
twice as well as buffered benzylpenicillin. These findings 
were confirmed in a controlled study of the effect of 


penicillin prophylaxis on the incidence of B-haemolytic 


streptococcal infection in the throats of 114 children. 
Buffered benzylpenicillin in a dosage of 200,000 units 
twice daily by mouth was more effective in reducing the 
incidence of clinical infections due to Group-A strepto- 
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cocci than infections causing a rise in antistreptolysin-O 
titre. The injection of 1-2 million units of benzathine 
penicillin at intervals of one month was consistently more 
effective than oral administration in reducing the inci- 


dence of any type of Group-A streptococcal infection; . 


this increased efficacy, however, was somewhat offset by 
the occurrence of reactions, including pain at the site of 
injection. 

The authors conclude that penicillin is effective in 
reducing the incidence of recurrences of rheumatic fever, 
although the preparations now being used could be im- 
proved upon. At present, oral administration of 
phenoxymethylpenicillin or larger doses of buffered 
benzylpenicillin is probably adequate and approaches 
the efficacy of intramuscular injection of benzathine 
penicillin. J. Warwick Buckler 


176. Streptococcal Disease and Rheumatic Fever in Air 
Force Recruits. I. Epidemiology and Clinical Picture of 
Acute Rheumatic Fever 

H. P. Lazar, G. I. MAaAs, W. R. Lipscoms, J. H. HAM- 
MOND, and L. A. RANTz. A.M.A. Archives of Internal 
Medicine [A.M.A. Arch. intern. Med.| 100, 604-614, 
Oct., 1957. 6 figs., 24 refs. 


A great increase in enlistment of U.S. Air Force 
recruits occurred in January, 1955, because of the dis- 
continuance of a law giving certain benefits to recruits, 
with effect from January 31 of that year. This resulted 
in an epidemic of rheumatic fever at Parks Air Force 
Base, California, where 58 cases were seen over the sub- 
sequent 6-month period, an incidence of 4-1 cases per 
1,000 per year, compared with the previous experience 
of between 0-5 and 1-8 per 1,000 per year at this base 
and with 1-1 per 1,000 per year for the whole United 
States Air Force in 1951. 

Bacteriological examination showed that one-half of 
those who had been at the base for 60 days carried 
Group-A f-haemolytic streptococci in their throat. All 
but one of those who developed rheumatic fever (as 
defined by the modified Duckett Jones criteria) were 
between 17 and 21 years of age, and 11 (19%) gave a 
history of a previous attack of rheumatic fever. Poly- 
arthritis occurred in 47 (81°%), monarthritis in 9 (16°), 
fever in 56 (97°), and a new and significant heart murmur 
in 11 (19%). The P-R interval was prolonged [but no 
definition is given] in 14 cases (24%). B-Haemolytic 
streptococcal infection could be detected by culture or 
antibody response in 47 (81°%) of the cases, while the 
antistreptolysin titre was raised (above 200 units) in 45 
(78%). 

Treatment consisted in a 10-day bactericidal course of 
penicillin by mouth, followed by prophylactic dosage. 
Salicylates were administered together with cortisone to 
patients with carditis and alone to those without car- 
ditis. The dose of salicylates was 10 g. per day for an 
average of 75 days. Cortisone maintenance dosage 
never exceeded 100 mg. a day, and was continued for 
an average of 63 days. In 91% of the cases treatment 
was instituted within 2 weeks of the onset. Comparison 
of the course of the disease in the present series with that 
in previous epidemics in the pre-cortisone era led the 
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authors to conclude that steroids have not apparently 
altered the course of rheumatic fever, and that the use of 
cortisone with salicylates does not seem to offer any dis- 
tinct advantages over salicylates alone. Despite the 
apparent mildness of the epidemic 15 (26%) of the 
patients developed valvular heart disease of a grade 
sufficient to result in discharge from the Service. 
E. G. L. Bywaters 


177. Streptococcal Disease and Rheumatic Fever in Air 
Force Recruits. II. Prophylaxis with Tandem Oral Peni- 
cillin 

H. P. Lazar, G. I. Maas, W. Harrison, J. H HAm- 
MOND, and L. A. RANTZ. A.M.A. Archives of Internal 
Medicine [A.M.A. Arch. intern. Med.| 100, 614-619, 
Oct., 1957. 1 fig., 10 refs. 


As a resuit of the epidemic described in the preceding 
paper [Abstract 176] an oral penicillin prophylaxis 
programme was planned at Parks Air Force Base. When 
in December, 1955, 32% of throat cultures yielded 
B-haemolytic streptococci and the rate of admission to 
hospital for “* sore throat ”’ rose to 3-7 per 1,000 per week 
allrecent recruits were given 250,000 units of oral penicillin 
twice daily for 10 days, and all new recruits also received 
this prophylactic treatment after 14 days of residence (a 
total of 25,305 recruits). Despite a marked rise in enlist- 
ment and in the incidence of non-streptococcal upper 
respiratory infection, no increase of streptococcal infec- 
tion occurred. [However, no decrease in the rate of 
between 1 and 3 per 1,000 occurred over this period.] 
In the protected population only 4 cases of “* undoubted ” 
rheumatic fever occurred, one owing to failure to take 
the tablets, 2 before prophylaxis could be effective, and 
only one after adequate prophylactic treatment. 

E. G. L. Bywaters 


178. Phenolic Compounds in Chemotherapy of Rheumatic 
Fever 

N. E. Crarke, C. N. CLarKe, and R. E. Mosuer. 
American Journal of the Medical Sciences (Amer. J. med. 
Sci.] 235, 7-22, Jan., 1958. 23 refs. 


By adopting the principle of investigating chemicals 
related to one manifesting therapeutic activity, we sought 
an improved treatment for rheumatic fever. We tested 
compounds related to salicylic acid or the diphenols 
gentisic acid, protocatechuic acid, pyrocatechuic acid, 
beta resorcylic acid, gamma resorcylic acid, and the 
triphenols phloroglucinol carboxylic and 2:3:6-trihy- 
droxy benzoic acids. 

Increased antirheumatic potency was found in phenolic 
compounds with double chelate rings and superior anti- 
rheumatic qualities were associated with a second or 
third hydroxyl group in the 3 position on the benzene 
ring. The compounds that had double chelate rings or 
single chelate ring and hydroxyl group in the 3 position 
did not generate usual urinary changes associated with 
detoxication. Phenolic. compounds produce some 
changes that are associated with antirheumatic adrenal 
hormones but differed by producing relative increases in 
circulating lymphocyte cells and decreasing the urinary 
excretion of 17-ketosteroids. . 
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The high antirheumatic potency of double chelating 
phenols supports the importance of antirheumatic meta- 
bolites in salicylic acid therapy. The compound 2:3:6- 
trihydroxy benzoic acid has the highest potency but is 
nontoxic and when used early in the first attack of rheu- 


matic fever seemed to prevent damage to the heart. 
Certain phenolic compounds have a normalizing or - 
saving action in rheumatic fever thereby permitting their 
‘ direct utilization by the body.—[Authors’ summary.] 
r 
hl 179. Follow-up Experiences with Rheumatic Fever 
Patients Treated with Adrenal Steroids 
M~ G. A. Gutotta, J. E. WarREN, and E. P. LAMotta. 
nal Bulletin of the St. Francis Hospital and Sanatorium [Bull. 
19, S: Francis Hosp. (Roslyn)] 14, 35-41, April-July—Oct. 
[received Dec.], 1957. 18 refs. 
ing Brief details are given of the findings at follow-up 
x18, examination of 358 children treated for acute rheu- 
nen matic fever at the St. Francis Hospital, New York, the 
ded B period of observation being 4 to 7 years. Cortisone or 
| to corticotrophin (ACTH) was given to 72 patients for 
eck periods of 28 days [the number of courses is not stated]; 
lin treatment in the remaining patients (the controls) con- 
ved sisted in rest in bed and supportive measures. At follow- 
c (a up examination new heart murmurs had developed in 62 
list- (22%) of the control group and in 5 of the group receiving 
pper hormone treatment. It was also found that 48 (16°%) of 
ifec- the controls and 29 of those given hormones had either 
J of lost murmurs which were previously regarded as signifi- 
iod.] cant or had remained without murmurs. 
ed The authors consider that these results lend support to 
take the view that the administration of cortisone or cortico- 
and trophin in the acute phase of rheumatic fever reduces the 
a degree of cardiac damage. J. Warwick Buckler 
natic 
CHRONIC RHEUMATISM 
SHER. 
med. @ 189. The Reiter Syndrome in Females. Three Cases. 
[In English] 
icals O. REFVEM. Acta rheumatologica Scandinavica [Acta 
me oh rheum. scand.] 3, 282-288, 1957. 14 refs. 
tested Few cases of Reiter’s syndrome in females have been 
1enols ‘ported. In this paper from Rikshospitalet and Dia- 
acid, | konhjemmets Hospital, Oslo, 3 such cases are described. 
d the The first patient, aged 41, had acute polyarthritis and 
trihy- bilateral conjunctivitis lasting 2 months. There was 
gradual improvement with exercise treatment in bed, but 
enolic | © months after discharge from hospital there was a 
r anti- @ ‘elapse, which was associated with a vulvovaginitis. In 
nd or the second patient, aged 34, the polyarthritis and con- 
enzene jj JuNctivitis developed about 3 weeks after an attack of 
ngs ot fm acute epidemic diarrhoea. Slight vulvitis was present. 
osition | The third patient, aged 55, had a yellow vaginal discharge, 
d with @ 2cute polyarthritis, and photophobia without definite 
some  CONjunctivitis. In all 3 cases the erythrocyte sedimenta- 
ydrenal § tion rate was raised, but the results of other investigations 
ases in | Were negative. Urethritis was present in the first case 
urinary ly, and the author suggests that vulvovaginitis should 


be accepted as a cardinal feature of the syndrome. 
K. C. Robinson 
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181. Extended Sympathectomy in the Treatment of 
Chronic Arthritis 


R. A. Herrort. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 5, 904-915, Nov., 1957. 
7 figs., 22 refs. 


The author of this paper from St. Agnes Hospital, 
White Plains, and Grasslands Hospital, Valhalla, New 
York, describes a technique of “* extended lumbar sym- 
pathectomy ”’, designed to denervate and render painless 
diseased joints of the lower limbs, which he has used in 
the treatment of 7 patients with chronic arthritis involving 
those limbs and intractable pain in the knees and hips. 
The operation consists in removal of lumbar sympathetic 
ganglia 2,3, and 4 with accessory ganglia and decussating 
fibres (by vertebral body scarification), the retroperitoneal 
route being employed. The operation was successful in 
relieving articular pain in 6 of the 7 patients. No neuro- 
pathic joints were observed. G. S. Crockett 


182. Abnormalities of Adrenocortical Function ia 
Rheumatoid Arthritis and Ankylosing Spondylitis. (Be- 
sonderheiten der Nebennierenrindenfunktion bei primar 
chronischer Polyarthritis und Morbus Bechterew) ' 
E. Haus. Zeitschrift fiir Rheumaforschung [Z. Rheuma- 
forsch.] 16, 400-411, Dec., 1957. 11 figs., 29 refs. 


The spa treatment given at Bad Gastein, Austria, 
consists in 10 to 20 sessions of one hour each, usually on 
alternate days, in the thermal mines where the atmo- 
sphere has a radon content of 2-0 to 5-3 x 10-9 curie per 
litre of air, a temperature of 38° to 42° C., and a humidity 
of almost 90°%%. The author suggests that it exerts its 
effects by evoking a general stress reaction. In the 
present study he investigated the urinary 17-ketosteroid 
excretion in healthy control subjects and in patients with 
degenerative forms of arthritis, rheumatoid arthritis, and 
ankylosing spondylitis before and after undergoing the 
spa regimen. The results are presented in numerous 
graphs and figures. 

Following the treatment there was a significant rise in 
total 17-ketosteroid excretion in patients with rheuma- 
toid arthritis, but little or no such rise in those with 
degenerative arthritis and ankylosing spondylitis. Separ- 
ate estimations of the excretion of dehydroisoandroster- 
one, however, showed a rise in patients with ankylosing 
spondylitis as well as in those with rheumatoid arthritis, 
this being considered to indicate increased adrenocortical 
activity in response to the stress induced by the treatment. 
Further analysis of the data showed that a significant 
rise in 17-ketosteroid excretion occurred in normal 
controls and osteoarthritic patients on the first day of 
treatment, but was followed by a return to the previous 
level or even lower in the subsequent weeks. In the 
cases of rheumatoid arthritis the response, although 
marked by its wide range, showed the same general ten- 
dency. However, a completely different picture was 
seen in cases of ankylosing spondylitis; here 17-keto- 
steroid excretion showed no change during the first 2 
days, but during the following weeks rose gradually, to 
reach a peak during the fourth week. But behind this 
apparently sluggish response lay a marked qualitative 


‘change in the ketosteroid spectrum. 
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Study of the diurnal changes in 17-ketosteroid excretion 
showed that these were slight in ankylosing spondylitis 
and osteoarthritis, but marked in rheumatoid arthritis. 
It appeared also that the diurnal changes in the eosinophil 
granylocyte count were more marked in rheumatoid arth- 
ritis than in the other two disorders, but when these 
changes were expressed as the percentile of the daily 
mean the same type of curve was obtained in all three 
groups, although patients with rheumatoid arthritis 
appeared to start the day with a much lower eosinophil 
count than the others. Another graph shows the 
differences in diurnal change in eosinophil count in 
patients with rheumatoid arthritis who responded and in 

‘those who did not. These differences do not, however, 
in the author’s view, demonstrate any simple adreno- 
cortical insufficiency in either group, but rather point to 
a disturbance of the rhythm of the pituitary—adrenal 
system, 

[This is an interesting paper which could stimulate a 
wide range of further investigations. ] 

H. F. Reichenfeld 


183. A Study of Abnormal Mobility of the Knee-joint 
and More Particularly of the ‘*‘ Drawer Sign ’’ in Rheu- 
matic Conditions. (Etude des mobilités anormales du 
genou et plus particuli¢rement du signe du tiroir antérieur 
dans les affections rhumatismales) 

J. Leroy. Revue du rhumatisme et des maladies ostéo- 
articulaires [Rev. Rhum.] 24, 806-816, Dec., 1957. 
4 figs., 19 refs. 


Fixation of the knees in a bad position is commonly 
met with in advanced rheumatoid arthritis and contri- 
butes to a large extent to chronic invalidism, but before 
this stage is reached there is often in these patients 
abnormal mobility of the knee-joints, accompanied by the 
appearance of the “drawer sign”. This term was 
coined in 1919 by Rocher to describe a phenomenon 
which he attributed to injury to the cruciate ligament, 
but abnormal mobility of the knee-joint had been noted 
since 1875. The sign is elicited as follows: with the 
patient’s muscles thoroughly relaxed the knee is flexed 
to a right angle and the upper part of the tibia firmly 
grasped and pulled forwards; if the sign is positive the 
tibia is clearly felt to slide forward (like a drawer) and 
when released returns immediately to its former position. 
In some cases the amount of displacement may be 
considerable. 

Altogether 168 adult knees were examined. In 40 
normal knees the sign was absent. In 48 patients with 
non-rheumatoid involvement of the knee the sign was 
positive 8 times (one case of gout, 3 of ankylosing spondy- 
litis, one of osteochondritis, 2 post-poliomyelitic cases, 
and one of Sudeck’s atrophy). In 40 osteoarthritic knees, 
of the type called by Francon and Weissenbach “ dry 
lipo-arthritis ”’, the sign was detected only once. Of 
40 cases of rheumatoid arthritis, the sign was present in 
29 (72:5%), being bilateral in 21 and unilateral in 8; 
the ages of these patients ranged from 20 to 70 years. 
The sign may become positive within a few months of 
the onset of the disease, tends to persist for a long time, 
and disappears when the range of movement is grossly 
restricted or ankylosis sets in. Although the sign is not 


THE RHEUMATIC DISEASES 


specific, it helps in differentiating rheumatoid arthritis 
from osteoarthritis. Its mechanism appears to depend 
on a combination of excessive wear of the joint, stretching 


of the ligaments, and wasting of the quadriceps muscle. — 


D. Preiskel 


184. Neuropathy in Rheumatoid Disease 

F. D. Hart, J. R. Gotpinec, and D. H. MACKENZIE. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 16, 
471-480, Dec., 1957. 4 figs., 14 refs. 


Noting that there has been little mention in the litera- 
ture of the prevalence of neuropathic disorder as part of 
rheumatoid arthritic disease, the authors describe, from 
Westminster Hospital, London, 10 cases of rheumatoid 
arthritis in which peripheral neuritis was an important 
complication. All the patients had had arthritis for 
several years when neuritis, which started with symmetri- 
cal sensory changes, appeared, motor changes occurring 
only later. The period of recovery, which seemed to be 
unrelated to treatment, varied widely—from 3 days to 
one year. In some of these cases biopsy examination 
revealed demyelination of peripheral nerves. The more 
usual causes of neuropathy were looked for, but none 
were found. Necropsy in one case in which signs of 
peripheral vascular disease had been noted showed 
arteritis of the small vessels. In 2 others biopsy of 
skin and muscle revealed no abnormality. The authors 
have formed the impression that neuropathy has occurred 
more frequently in rheumatoid arthritis since the intro- 
duction of steroid therapy [but 5 of their patients had 
never received steroids]. They suggest that the neuro- 
pathy may be caused by a diffuse arteritis, and point 
out that the withdrawal of steroid therapy, particularly 
if abrupt, may precipitate more florid changes. 

G. Loewi 


185. Evaluation of a Qualitative Precipitation Reaction 
for the Detection of the Rheumatoid Factor 

W. V. EpstTeIn, E. P. ENGLEMAN, and M. Ross. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 16, 448-453, 
Dec., 1957. 4 figs., 14 refs. 


In the Fraction II (F.1D) agglutination test of Heller 
et al. the presence of the rheumatoid factor in serum 
is demonstrated by agglutination with sheep erythrocytes 
coated with Cohn’s Fraction II, the result (the F.l 
agglutination titre) being regarded as a measure of the 
concentration of the rheumatoid factor. Epstein et al. 
(Proc. Soc. exp. Biol. (N.Y.), 1956, 91, 235) have described 
a precipitation reaction between Fraction II and the 
rheumatoid factor in the absence of sheep erythrocytes 
which enables a quantitative estimation of rheumatoid 
factor to be carried out by determining the nitrogen con- 
tent of the separated precipitate. In this paper from the 
University of California School of Medicine, San Fran- 
cisco, a simple modification of the latter procedure is 
described as a ‘‘ qualitative test for rheumatoid factor ”. 
The modification involves making four doubling dilutions 
of serum ranging from 1:20 to.1:160. To these dilutions 
are added equal volumes of a 5% solution of Fraction Il 
which has been heated to 63° C. for 10 minutes. After 
standing overnight at 4° C. the tubes are centrifuged at 
2,000 r.p.m. for 5 minutes and the amount of visible 
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precipitate recorded on a scale ranging from 0 to 4, the 
final reading being the sum of the scores in the four tubes. 

Tests were carried out on 100 sera, including 38 from 
cases fulfilling the criteria of the American Rheumatism 
Association for the diagnosis of ‘* definite ’’ rheumatoid 
arthritis. A significant correlation (r=0-79) was ob- 
tained between the results of quantitative estimation of 


the rheumatoid factor by precipitation and the F.II © 


avglutination titre, while a similar correlation was ob- 
tained between the results of the “* qualitative test ” and 
the F.II agglutination titre. Precipitation of 20 yg. of 
n trogen or more in the quantitative test and a score of 
2 or more points in the “ qualitative test’ were most 
frequently found when the agglutination titre was 1:112 
or higher. 

‘There is no recognition by the authors of the increased 
specificity obtainable by various techniques; hence the 
e\ aluation of this simplified test in the difficult groups of 
“ »robable ” and “‘ possible ” rheumatoid arthritis in the 
clussification of the American Rheumatism Association 
hes not been determinable.] Harry Coke 


1:5. Course and Prognosis in Rheumatoid Arthritis 

J. J. R. Dutuir, P. E. Brown, J. D. E. KNox, and M. 
T: OMPSON. Annals of the Rheumatic Diseases [Ann. 
rhcum, Dis.] 16, 411-424, Dec., 1957. 4 refs. 


‘n a previous paper (Ann. rheum. Dis., 1955, 14, 133; 
Al str. Wld Med., 1956, 19, 64) the senior author and 
colleagues described the results of treatment and the 
susequent progress of 307 patients with rheumatoid 
arthritis admitted to the Northern General Hospital, 
Ecinburgh, between June, 1948, and July, 1951. In the 
present paper a further assessment of the progress of these 
patients is reported. The authors state that at the last 
ex:mination some 6 years after discharge from hospital 

4°, of the patients were able to carry on all normal 
activities, 40°% were moderately incapacitated, 26% 
were more severely crippled, and only 10°%% had become 
helpless and dependent on others. ‘“‘ There had been 
remarkably little change in the distribution of patients 
over the four grades of functional capacity between the 
first assessment made 2 years after discharge and the last 
assessment nearly 4 years later. The disease remained 
moderately active throughout the period of study in 
about 65°% of patients, but the proportion rated as very 
active had decreased.” 

The authors found that factors having a possible 
bearing on prognosis fell into two groups: (1) those 
providing useful information when the patient was first 
examined, and (2) those the significance of which could 
be assessed only after a period of treatment in hospital. 
Sex, the duration of the disease, and the course the 
disease had taken up to the time of admission were the 
most important factors.in the former group. The prog- 
nosis was better in patients admitted within one year of 
the onset than in those admitted at a later stage and was 
better in males than females. Patients in whom the 
disease had run a rapidly progressive course without 
remission up to the time of admission did remarkably 
well. As regards factors which could be assessed only 
after a period of observation, the authors state that the 
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response to hospital treatment in terms of improvement 
in functional capacity and in disease activity provided a 
reasonably reliable guide to the course of the disease 
after discharge. When the results of the sensitized 
sheep-cell test, performed at the last assessment, were 
related to the course of the disease since admission it 
became clear that patients giving a positive response had 
suffered more severely than those giving a negative one. 

Age at onset, disease activity, functional capacity, the 
erythrocyte sedimentation rate, and haemoglobin level 
on admission proved to be of little or no value in pre- 
dicting the subsequent course of the disease. 


C. E. Quin 


187. Radiological Assessment of Rheumatoid Arthritis 
J. H. KELLGREN and J. S. LAwrence. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 16, 485-493, Dec., 
1957. 9 figs., 3 refs. 


The results of an inquiry held in Toronto during the 
Ninth International Congress of Rheumatic Diseases 
to determine suitable standards for the grading of 
radiological changes of rheumatoid arthritis are recorded. 
A satisfactory measure of agreement was found on the 
grading of rheumatoid arthritis and osteo-porosis, but 
there were wide differences of opinion on the interpreta- 
tion of the term erosions. For all changes, agreement 
was greatest at either end of the scale with some scatter 
in the minimal and moderate grades. The original 
readings by workers engaged on population studies 
tended to have a higher grading than the average on all 
aspects except osteo-porosis on which they were slightly 
lower. No marked regional differences in grading were 
encountered. 

A series of films to illustrate average values for the 
three main grades of rheumatoid arthritis can now be 
made available to those taking part in comparative radio- 
logical studies.—[Authors’ summary. ] 


188, In vitro Studies on Synovial Membrane: Effect of 
Some Therapeutic Agents and Chemically Related Com- 
pounds 

J. T. M. DINGLE and D. P. P. THomas. Annals of the 
Rheumatic Diseases [Ann. rheum Dis.] 16; 464-570, Dec., 
1957. 1 fig., 23 refs. 


This paper from the Royal National Hospital for 
Rheumatic Diseases, Bath, reports the effects of various 
agents used in the treatment of rheumatoid arthritis on 
synovial tissue in vitro. In earlier work the authors had 
shown (Brit. J. exp. Path., 1956, 37, 318) that normal 
synovium has a low level of oxidative metabolism but 
appreciable glycolysis. In disease, however, glycolysis 
increases and oxidative metabolism becomes considerable, 
and it was shown that there was some correlation between 
the proliferative state of the tissue and its metabolic level. 

Continuing their studies the authors have investigated 
the effects in vitro of hydrocortisone, Compound B 
(corticosterone), Compound S (11-deoxy-17-hydroxy- 
corticosterone), and deoxycortone acetate; the crystalline 
substances were used in suspension at a concentration of 
1 mg. per ml. Synovial tissue was obtained at operations 
on the knee-joint in cases of rheumatoid arthritis. 
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All the steroids inhibited uptake of oxygen, utilization 
of glucose, and production of lactate, while glycogen 
breakdown was increased. Greater inhibition of glucose 
utilization was observed under anaerobic conditions. 
Further studies showed that of the hydroxybenzoic acids 
the meta- and para-compounds slightly inhibited glucose 
utilization, lactate production, and oxygen uptake and 
insulin stimulated these activities, while phenylbutazone 
showed no effect in concentrations up to 150g. per ml. 

G. Loewt 


189. The Onset of Ankylosing Spondylitis in the Peri- 
pheral Joints. (Les débuts articulaires périphériques de 
la spondylarthrite ankylosante) 

P. RAVAULT, G. VIGNON, E. LEJEUNE, and M. V. PELLET. 
Journal de médicine de Lyon [J. Méd. Lyon] 39, 3-14, 
Jan. 5, 1958. 28 refs. 


The peripheral joints may be involved at the onset of 
ankylosing spondylitis. The authors present a detailed 
analysis of 150 cases of this disease, in 39 (269%) of which 
the first sign of disease was peripheral arthritis; in 16 
cases (10-6°%) both peripheral and spinal symptoms were 
present. In 13 cases the original manifestation involved 
one joint only, in 12 two or three joints, and in 14 the 
onset was polyarticular. These findings agree with those 
in other reported series. The mean age at onset for the 
whole series was 33 years, while in those in whom the 
-onset was peripheral it was 28 years. The treatment of 
peripheral arthritis is much the same as that of rheuma- 
toid arthritis. The authors recommend that in all cases 
of extra-spinal arthritis the possibility of ankylosing 
spondylitis should be borne in mind. 

David Friedberg 


190. Radiological Assessment of Osteoarthrosis 

_J. H. KetiGren and J. S. LAwrence. Annals of the 
Rheumatic. Diseases [Ann. rheum. Dis.] 16, 494-502, 
Dec., 1957. 8 figs., 3 refs. 


A series of 510 x rays from 85 persons in the age 
-group 55-64 chosen at random from an urban population 
was graded for osteo-arthrosis by two observers on four 
-occasions to determine the extent of observer difference. 
Standard films for four grades of osteo-arthrosis for each 
of 11 joints were chosen. A significant correlation be- 
tween the two observers was obtained for all joints 
-except the wrist. The estimates of prevalence, however, 
varied widely because of the cumulative effect of observer 
‘bias (431%). It is concluded that comparison of 
prevalence estimates by different observers could have 
little value in population studies. 

Two readings by the same observer gave only a slightly 
better correlation on the reading of individual x rays, 
but by excluding observer bias they gave a much closer 

-estimate of prevalence (+5%). These two readings, 
however, differed substantially from the mean value for 
all readings (—8°% and —17%). A combined reading 
by two observers reduced the influence of personal bias 
and differed little from the mean value (—3%). 

It is suggested that, where possible, in all population 

- studies which it is desired to compare, the x rays should 
be read by the same observer or preferably by 2 observers 

.in consultation.—[Authors’ summary.] 
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191. Complement Fixation with Cell Nuclei and DNA 
in Lupus Erythematosus 

W. C. Rossins, H. R. HoLMAn, H. DeIcuer, and H. G. 
KUNKEL. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)] %6, 
575-579, Dec., 1957. 7 refs. 


Experiments were carried out at the Rockefeller 
Institute for Medical Research, New York, to see 
whether complement is removed in the reaction between 
the lupus erythematosus (L.E.) factor in the serum in 
cases of the disease and cell nuclei or deoxyribonucleic 
acid (DNA). The nuclei and DNA were obtained from 
a variety of sources and gave almost identical results, 
Complement fixation occurred in tests on nuclei with 22 
out of 30 sera from cases of systemic lupus erythematosus, 
It was found that there was close correlation between the 
potency of the serum, as judged by the L.E. test, and its 
ability to fix complement. No significant complement 
fixation occurred with sera from normal subjects or from 
patients with rheumatoid arthritis, hepatic cirrhosis, or 
other diseases associated with hypergammaglobulinaemia, 

The authors made the unexpected finding that com- 
plement fixation with cell nuclei was independent of that 
with DNA and vice versa, and conclude that two distinct 
serum factors must be present. These observations pro- 
vide further evidence that antibodies to DNA and other 
nuclear components exist in the serum of patients with 
systemic lupus erythematosus. E. G. Rees 


192. Cancer and Dermatomyositis 
J. FiRMAT and M. B. Lipsetr. Cancer [Cancer (Philad,)} 
11, 63-66, Jan.—Feb., 1958. 2 figs., 5 refs. 


From the Memorial Center for Cancer and Allied 
Diseases, New York, 4 cases of cancer associated with 
dermatomyositis are reported. All 4 occurred in women 
ranging in age from 34 to 68 years, and in 3 the cancer 
involved the sex organs. The authors are unable to 
conclude whether the dermatomyositis hastened the 
spread of the cancer or the presence of carcinomatous 
changes made the course of the dermatomyositis more 
rapidly progressive. Cortisone in one case controlled 
the dermatomyositis, but had no apparent effect on the 
course of the cancer. The association of these two 
diseases has been reported previously, and the authors 
consider that it may be a more than coincidental associa- 
tion, although no new statistical evidence is submitted in 
support of this view. R. E. Tunbridge 


193. Serum Glutamic Oxalacetic Transaminase in 
Dermatomyositis 

J. M. DE Moraaas, H. O. Perry, and G. A. FLEISHER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 165, 1936-1938, Dec. 14, 1957. 1 fig., 10 refs. 


The serum glutamic oxalacetic transaminase level in 
dogs is known to be raised in the presence of damage to 
the myocardium, liver, and brain. A similar increase 
has been observed following injury, however caused, to 
skeletal muscle. At the Mayo Clinic an attempt was 
made to correlate the serum transaminase level with the 
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clinical state of 17 patients with dermatomyositis. The 
diagnosis of the disease was based on the clinical findings, 
the results of electromyography, and, in some cases, 
examination of skin and muscle biopsy specimens. [The 
findings are not stated.] In 3 clinically quiescent cases 
of dermatomyositis the serum transaminase level was 
normal (the normal being established in 50 controls), 
while in most of the 14 active cases the level was raised. 
The serum transaminase level was also determined in a 
few patients suffering from other conditions. In 2 out 
of 4 cases of systemic lupus erythematosus the level was 
hich, while in a few cases of discoid lupus erythematosus, 
acrosclerosis, and some other skin conditions it fell 
within the normal range. 

in 4 cases of dermatomyositis in which serial deter- 
minations were carried out there was an indication that 
the transaminase level fell with clinical improvement 
during administration of cortisone. G. Loewi 


GOUTY ARTHRITIS 


194. Protracted Uricosuric Therapy in Tophaceous Gout 
A. 8. GUTMAN and T. F. YU. Lancet [Lancet] 2, 1258- 
1260, Dec, 21, 1957. 2 figs., 15 refs. 


The authors report their experience at Mount Sinai 
Hospital (Columbia University), New York, in the treat- 
ment of 82 patients with tophaceous gout who received 
uricosuric agents continuously for periods varying from 
6 months to 7 years. No. new tophi appeared during 
treatment, in 36 cases existing tophi either disappeared 
or were considerably reduced, in 31 there was a moderate 
or slight reduction in size of the tophi, and in 15 no 
change was observed; in 11 of this last group, however, 
treatment had been given for less than one year. Of 52 
cases Of chronic gouty arthritis, there was complete 
resolution in 37 and improvement in a further 12. The 
patients whose tophi showed little change fell into two 
groups—those with an inadequate uricosuric response 
because of impaired renal function, insufficient dosage 
owing to drug intolerance or precipitation of renal colic, 
or “ immoderation in diet ’’; and those with an adequate 
uricosuric response but in whom the remaining topha- 
ceous material was presumably inaccessible. 

The following uricosuric agents were employed. (1) 
Salicylates, of which the daily dosage required is 5 g. or 
more, which inevitably produces salicylism. (2) Pro- 
benecid, which is much less toxic, only occasionally 
causing a rash or gastric distress, but has the disadvan- 
tages that it tends to precipitate acute attacks of gout, 
that it has no analgesic properties, and that in some 
cases, particularly when there is renal damage, it does not 
reduce the serum urate level satisfactorily. The dosage 
required ranged from 0-5 to 3 g. daily. (3) Two ana- 
logues of phenylbutazone—G-25671, which contains a 
phenylthioethyl group in place of the butyl side-chain, 
and G-28315, its sulphoxide. Both these drugs, especi- 
ally G-28315, were more effective uricosuric agents than 
probenecid, while G-—25671 also has mild analgesic 
Properties; so far neither has caused any major side- 


effects. The required dosage of G-25671 was 0-4 to 2 g. 
and G-28315 0-46 to 0-6 g. daily. There were individual 
variations in the response to treatment, and the optimum 
dosage of each drug was best established by direct 
measurement of its uricosuric effect, the aim being to 
produce an increase by 50 to 100% in the urinary output 
of urate and a reduction of the serum uric acid level to 
6 mg. per 100 ml. It was, of course, not always possible 
to achieve either goal, particularly in the presence of renal 
damage. 

The authors prefer not to start uricosuric therapy until 
there are early indications of tophus formation or joint 
stiffness, while the duration of treatment must depend 
on the magnitude of the mobilization of urate achieved. 
Uricosuric agents have no place in the treatment of acute 
attacks, and the authors’ experience does not support 
the claim that probenecid acts as a prophylactic against 
acute attacks, although colchicine is of some value for 
this purpose. They consider it doubtful whether uri- 
cosuric agents should be used in cases of non-tophaceous 
gout simply to reduce the serum uric acid level; in 
patients with a previous history of renal colic or renal 
stones there is some danger of precipitating further 
trouble of this nature, and if uricosuric therapy is indi- 
cated in such cases an adequate fluid intake should be 
secured and the smallest effective dosage of the agent 
should be employed. B. M. Ansell 


195. Evaluation of Uricosuric Agents in Chronic Gout 
M. A. OGryzLo and J. HARRISON. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis] 16, 425-437, 
Dec., 1957. 12 figs., 36 refs. 


An investigation is reported from the University of 
Toronto of the value of probenecid, phenylbutazone 
thiophenylpyrazolidine, sulphoxyphenylpyrazolidine, and 
acetylsalicylic acid as uricosuric agents in the treatment of - 
patients suffering from chronic gout. Serum uric acid 
levels and the total urinary excretion of uric acid were 
determined. As an index of uricosuric action a clear- 
ance ratio was obtained by “ dividing the pooled 48-hour 
urine uric acid value by the serum uric acid value obtained 
in the middle of each 48-hour period, and expressed in 
litres of serum cleared per day.”” This figure approxim- 
ated closely to the true uric acid clearances obtained at 
periodic intervals in the studies. 

It was found that the following daily dosages of the 
drugs had roughly the same uricosuric action: probenecid 
3 g., thiophenylpyrazolidine 1 g., sulphoxyphenyl- 
pyrazolidine 0-5 g., phenylbutazone 1 g., and acetyl- 
salicylic acid 6g. With these dosages there was improve- 
ment in the symptoms and signs of chronic gout in all 
the patients. Acetylsalicylic acid in this dosage, however, 
was not tolerated for more than 3 months; of 4 patients 
given this drug 2 developed tinnitus with deafness and 
one complained of gastric irritation. Probenecid in a 
dosage of 2 to 3 g. daily sometimes gave rise to toxic 
manifestations such as gastric irritation or dermatitis. 
A transient mild maculopapular rash was occasionally 
seen in patients given thiophenylpyrazolidine, but no 
other toxic manifestations were noted. Sulphoxyphenyl- 
pyrazolidine was well tolerated. C. E. Quin 
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196. The Reinforcement of Tendon-reflexes 

A. J. BULLER and A. C. Dornuorst. Lancet [Lancet] 2, 
1260-1262, Dec. 21, 1957. 5 figs., 5 refs. 

196a. The Ankle-jerk in Early Hemiplegia 

A. J. Butter. Lancet [Lancet] 2, 1262-1263, Dec. 21, 
1957. 5 figs., 7 refs. 


In these two papers from St. Thomas’s Hospital 
Medical School, London, investigations are reported into 
the mechanism of reinforcement of the tendon reflexes, 
based upon and confirming the work of Sommer (Dtsch. 
Z. Nervenheilk., 1940, 150, 249). The ankle-jerk was 
elicited mechanically by a blow on the Achilles tendon 
from a solenoid-driven hammer and electrically by 
stimulation of the medial popliteal nerve, both the 
mechanical response and the electrical response of the 
gastrocnemius and soleus muscles being recorded. The 
effects of reinforcement, by means of a firm grasp by 
either hand, on the response to mechanical and electrical 
stimulation were then compared in healthy subjects and 
in patients with hemiplegia. 

From their findings the authors conclude, with Som- 
mer, that reinforcement probably acts on the small 
motor system and the intrafusal muscle fibres controlling 
the amount of stretch necessary to fire the sensory endings 
of the spindle, and not on the anterior horn cells. The 
increased reflex response of the hemiplegic limb is attri- 
buted to a “ resetting” of the muscle spindles such as 
accompanies reinforcement in healthy subjects. 

[These papers are well worth studying in the original.] 

L. Michaelis 


197. Subacute Combined Degeneration of the Spinal 
Cord. The Diagnostic Value of Serum Vitamin B;2 Assay. 
[In English] 

A. KILLANDER. Acta medica Scandinavica [Acta med. 
scand.| 160, 75-84, Jan. 31, 1958. 17 refs. 


The main neurological and haematological features of 
11 cases of subacute combined degeneration of the spinal 
cord without evidence of pernicious anaemia, collected 
from 7 Swedish hospitals during a 4-year period, are pre- 
sented, including the results of serum vitamin-B)2 (cyano- 
cobalamin) assay, 4 of them being reported in detail. 
In all these cases, and in 6 others in which there was clear 
evidence of pernicious anaemia, the serum vitamin-B)2 
level was subnormal. It is claimed that serum vitamin- 
B2 assay is the most reliable method of diagnosis of sub- 
acute combined degeneration of the cord in the absence 
of pernicious anaemia and that it may provide the only 
conclusive proof of deficiency of vitamin B,2 in such 


cases. 
[Although all the 11 patients under review may well 
have been suffering from vitamin-Bj2 deficiency, to judge 
rom the clinical data provided they were certainly not 
all suffering from subacute combined degeneration of the 
cord. Of the 4 cases reported in full, one would appear, 
in the abstracter’s opinion, to have been an example of 
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- lung, and every care should be taken to exclude the pres- 


- pathy and for the abnormal response to relaxants. 
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disseminated sclerosis, while some of the 7 in which 
the main findings are tabulated were almost certainly 
suffering from other neurological disorders. If the 
accuracy of the assay of vitamin B;2 in the serum can 
be established, its chief diagnostic value will probably be 
in those patients suffering from visual failure or mental 
change.] Hugh Garland 


198. Abnormal Responses to Muscle Relaxants in Car- 
cinomatous Neuropathy 

P. B. Crort. British Medical Journal (Brit. med. J.) 1, 
181-187, Jan. 25, 1958. Bibliography. 


The author of this paper from the London Hospital 
reports 3 cases of carcinomatous neuropathy without 
myasthenic features in which there were abnormal 
responses to muscle relaxant drugs, and 2 cases of car- 
cinoma without obvious neurological disorder showing 
similar abnormal sensitivity. In 2 of the 3 cases of 
carcinomatous neuropathy suxamethonium and galla- 
mine respectively were given to facilitate bronchoscopy; 
in the third case p-tubocurarine was administered with 
anaesthetics before pneumonectomy. It is pointed out 
that a myasthenic syndrome in association with malignant 
disease has already been described, and that patients with 
myasthenia are unusually sensitive to curare but resistant 
to decamethonium. However, none of the 5 patients 
showed clinical manifestations of myasthenia. In the 
author’s view it is important that anaesthetists and sur- 
geons should be aware of the dangers of giving muscle 
relaxants to patients with carcinoma, particularly of the 


ence of neurological disease before relaxants are used. 
An abnormally long period of neuromuscular block 
following administration of one of these agents should 
suggest the possibility that the patient is suffering from 
carcinomatous neuropathy. Combined clinical, bio- 
chemical, histochemical, and electromyographic investi- 
gation in this type of case may throw light upon the meta- 
bolic abnormalities which are responsible for the neuro- 


John’ N. Walton 


199. Serum Aldolase and the Diagnosis of Myopathy . 
J. H. Evans and R. W. R. Baker. Brain [Brain] 80, 
557-570, 1957. 2 figs., 18 refs. 

Aldolase is an enzyme present in many tissues, but its 
greatest concentration is in striated muscle. Previous 
reports have indicated that the serum aldolase level may 
be increased in primary diseases of muscle, but not in 
neurogenic muscular atrophy. The level may also be 
raised in certain other diseases, such as diabetes mellitus 
and ulcerative colitis, in which the common factor is 
probably rapid tissue destruction and release of the intra- 
cellular enzyme. 

In this paper from Guy’s Hospital Medical School, 
London, the serum aldolase levels in 64 patients with 
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various muscular disorders are reported. In 13 cases of 
pseudohypertrophic muscular dystrophy the level was 
invariably high as compared with the range found in 25 
healthy adults. In 10 cases of muscular dystrophy of 
other types the level was usually, but not always, raised, 
while in 8 cases of amyotonia congenita (including one 
example of the myopathic type) and in 11 of dystrophia 


serum aldolase levels were found in 9 cases of chronic 
ncurogenic muscular atrophy and in 4 out of 6 cases of 
ac.ite anterior poliomyelitis. In addition, the plasma 
alcolase levels in 4 rabbits with nutritional myopathy 
due to experimental vitamin-E (a-tocopherol) deficiency 
wee significantly elevated as compared with those found 
in ? control animals, whereas in 4 chickens poisoned with 
tri-ortho-cresyl phosphate, which causes muscular weak- 
ness due to damage in the spinal cord and peripheral 
nerves, the levels did not differ significantly from those 
in -ontrols. 

‘The authors consider that the increase in serum aldo- 
las. activity in primary muscle disease “is only one 
ex: mple of a generalized loss of enzymes from degenerat- 
ing or necrotic muscle tissue”. J. W. Aldren Turner 


= 


out BRAIN AND MENINGES 
th (200. Significance of Oculocephalic and Caloric Responses 
ant in ‘the Unconscious Patient 


M. NATHANSON, P. S. BERGMAN, and P. J. ANDERSON. 


Neurology [Neurology (Minneap.)| 7, 829-832, Dec., 1957. 
6 fizs., 12 refs. 


Since the signs which are usually relied on to estab- 


the lish degrees of unconsciousness are not entirely reliable, 
res- the authors have investigated, at Mount Sinai Hospital, 
sed. 


New York, the value of the oculo-cephalic reflex (the 


lock “ doll phenomenon ”’) as an index of the state of uncon- 
ould sciousness or as a means of locating a cerebral lesion in 
‘rom comatose patients. The normal oculo-cephalic reflex in 
bio- conscious subjects, elicited by rapid turning of the head 
jesti- to one side, consists in conjugate deviation of the eyes to 
neta- the opposite side. The ocular response to cold stimula- 
2uro- tion, obtained by the irrigation of the ear with ice-water, 
is nystagmus in which the more rapid movement is away 

‘on from the side of stimulation. 

When deep sleep was induced with barbiturates in 
ry healthy subjects it was noted that the oculo-cephalic 
1] 80, reflex was usually absent, while the ocular response to 

cold stimulation was conjugate deviation of the eyes 
vat its towards the side of stimulation, with or without nystag- 
via mus. As consciousness returned : variable ‘“‘ inter- 
mediate” oculo-cephalic and caloric responses were 
“ oe observed before both responses returned to normal. In 
patients with Severe barbiturate Poisoning or proven 
ellitus brain-stem lesions (mostly involving the pons or mid- 
sont brain) both these reflexes were absent. It was also noted 
in that in some unconscious patients the oculo-cephalic and 
, caloric responses were absent although the corneal 
‘chool, teflexes, pupillary reactions to light, and deep tendon 
s with teflexes were still present. Thus it appeared that these 


Patients were in fact in a deeper state of unconsciousness 
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myotonica the level was within normal limits. Normal — 
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than the signs normally employed would have indicated. 


_ In others the converse was true, the responses indicating 


that the coma was not so deep as might be imagined 
from the absent corneal, pupillary, and tendon reflexes. 
The authors conclude that the oculo-cephalic and 
caloric responses recorded in unconscious patients are 
reliable indications of the state of coma, and when em- 
ployed serially may be found of value in determining 
the prognosis. A. G. Freeman 


201. Influence of Anticoagulants on Cerebral Infarction 
Produced by Homologous Blood Clots - 

S. H. Frazier, N. C. HILL, K. G. G. P. SAYRE, 

C. H. MILLIKAN, and J. P. WHISNANT. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.]} 
32, 717-722, Dec. 11, 1957. 5 refs. 


In this study, carried out at the Mayo Clinic, of the pro- 
tective effect, if any, of reducing prothrombin activity by 
means of anticoagulants in dogs with experimentally 
induced cerebral infarction, 5 mg. of tromexan and 3-5 
mg. of dicoumarol per kg. body weight were given orally 
to 29 dogs; 48 hours later homologous blood-clot from 
5 ml. of blood was injected into the internal carotid 
artery. Infarction developed in 20 (69%) of the 29 
animals. Post-mortem examination of the brains of 
these dogs showed that the ratio of the infarcted areas to 
the total area of the cerebral hemisphere in the treated 
animals did not differ significantly from that in the con- 
trols, which received no anticoagulants. Haemorrhagic 
areas constituted 90 to 100% of the infarct in 8 of the 
18 control dogs and in 13 of the 20 treated animals. 
The incidence of infarcts was equal in the two series. 
The anticoagulants appeared to have little effect on the 
haemorrhagic content of the infarcts, although 2 of the 
treated dogs (and none of the controls) showed freak 
haemorrhages into the infarcts and also, in one of these 
cases, into the ventricles. G. de M. Rudolf 


202. Experimental Cerebral Infarction: the Effect of 
Dicumarol 

W. A. J. H. Morvepce, and L. W. LAPHAM. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 234, 663-677, Dec., 1957. 7 figs., 14 refs. — 


In experiments carried out at Western Reserve Uni- 
versity School of Medicine, Cleveland, Ohio, cerebral 
infarction was produced in dogs by the technique de- 
scribed by Frazier et al. [see Abstract 201], the same 
quantity of blood clot being injected, although the present 
authors used larger dogs (weighing 14 to 24 kg.). Of 50 
animals into which blood clot was injected, 36 developed 
clinical signs of brain injury; 18 of these, which received 
no anticoagulant, served as controls, while a single oral 
dose of approximately 10 mg. of dicoumarol per kg. 
body weight was given to 12 of the remainder 24 hours 
before the injection of the clot and to the other 6 one to | 
4 days after infarction had been produced. 

In the 6 treated and the 6 control dogs that died within 
24 hours of the operation large infarcts were present and 
the degree of haemorrhagic change in the infarcted areas 
in the two groups was similar. Of the control dogs that 
survived longer than 24 hours, one died on the third 
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day without showing clinical improvement; the remain- 
der showed progressive improvement and were killed 
4 or 5 days after the infarction, the area of infarction 
being haemorrhagic in 7 of these 11. Of the treated 
dogs surviving longer than 24 hours, all showed pro- 
gressive improvement clinically at first, but 4 later 
deteriorated and died 4 to 14 days after the infarction, 
the prothrombin time in each case being prolonged up 
to the time of death and the infarcted area being markedly 
haemorrhagic. None of the control animals showed a 
similar deterioration after early improvement, nor does 
it occur in man after a single attack of thrombosis. It is 
therefore concluded that haemorrhagic cerebral infarcts . 
in dogs may be made more haemorrhagic by the adminis- 
tration of dicoumarol. Of the remaining 8 treated dogs, 
one died on the second day from haemorrhage into the 
neck and the other 7 were killed 4 days to 6 weeks after 
the infarction; only in 2 cases was the area of infarction 
haemorrhagic. 

These findings are interpreted as confirming the view 
that anticoagulant drugs are contraindicated in embolic 
cerebral infarction in man. Moreover, caution is 
advised in the use of anticoagulants in cases diagnosed 
as cerebral thrombosis because of the difficulty of dis- 
tinguishing clinically between cerebral thrombosis and 
embolism. G. de M. Rudolf 


Bilateral Loss of Vision from Cerebral Infarction 
Brain [Brain] 80, 415- 


203. 
C. SyMonpDs and I. MACKENZIE. 
455, 1957. 14 figs., bibliography. 

Loss of vision in both half-fields as a result of cerebral 
infarction is a rare occurrence. In this paper from the 
National Hospital, Queen Square, and Guy’s Hospital, 
London, the authors discuss simultaneous bilateral 
visual loss from infarction of the occipital lobes, in which, 
as a rule, there is no hemiplegia, hemianaesthesia, or 
aphasia, except when symptoms of this kind have resulted 
from a lesion other than that causing the loss of vision. 
They also review 29 cases from the literature in which 
loss of vision in both halves of the visual field was corre- 
lated with post-mortem evidence of bilateral occipital- 
lobe infarction and 20 cases in which comparable symp- 
toms were observed, but post-mortem examination was 
not carried out. In“addition 9 cases, previously un- 
recorded, 4 of which were examined post mortem, are 
discussed. 

The authors’ findings are summarized as follows: 
** Loss of vision may be sudden or gradual. Both half- 
fields may be affected at the same time or in succession. 
The common mode of onset is sudden loss of both half- 
fields. The most frequent prodromal symptoms are 
attacks of vertigo and transient episodes of visual im- 
pairment. Permanent blindness occurs in a quarter of 
the cases. The pattern of the visual fields when there is 
partial sparing or recovery of vision indicates that the 
area most often preserved corresponds with, or lies with- 
in, a circle extending to about 10 degrees from the 
fixation points. In the more peripheral parts of the 
visual fields the sectors adjacent to the vertical meridian 
are not infrequently spared when there is loss of the 
remainder. Selective loss of central vision is a rare, but 


- or 2 weeks after the stroke, and in the third case only one 
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well authenticated, occurrence. Psychological disorder, 
including spatial disorientation, visual agnosia, denial of 
blindness, visual hallucinations and other symptoms, is 
an inconstant but sometimes conspicuous feature of the 
syndrome ... The most frequent cause of bilateral occi- 
pital lobe infarction is embolism of the calcarine arteries. 
The emboli may result from valvular disease of the heart, 
auricular fibrillation or coronary thrombosis, but are 
more often derived from thrombus formed within the 
basilar or vertebral arteries as a result of atherosclerosis.” 
J. MacD. Holmes 


204. Glutamic Oxalacetic Transaminase in Serum and 
Cerebrospinal Fluid of Patients with Cerebrovascular 
Accidents. Demonstration of a Blood—Cerebrospinal- 
fluid Barrier 
J. LIEBERMAN, O. Daiser, S. I. DULKIN, O. E. LoBSTEIN, 
and M. R. KapLan. New England Journal of Medicine 
[New Engl. J. Med.] 257, 1201-1207, Dec. 19, 1957. 9 
figs., 13 refs. 
The activity of glutamic oxalacetic ‘transaminase 
(G.O.T.) in the serum was compared with that in the 
cerebrospinal fluid (C.S.F.) after cerebral vascular acci- 
dents in 15 patients admitted to the County Harbor 
General Hospital, Los Angeles. In a group of normal 
subjects the G.O.T. activity ranged from 8 to 41 (mean 
25-1+7-4) units per ml. in the serum and from 5 to 21 
(mean 12-15-49) units per ml. in the C.S.F., as deter- 
mined by the method of Karmen. It was slightly higher 
in the C.S.F. in males than in females (P<0-05), but the 
authors agree that a much larger number of observations 
will be required to determine whether or not this sex 
difference is valid. Of 12 of the 15 patients studied, all 
of whom showed evidence of moderate to severe brain 
damage, G.O.T. activity was raised in both serum and 
C.S.F. in 5 (being higher in the serum in each case), in 
the C.S.F. only in 4, and in the serum only in 3. Fur- 
ther increases in activity occurred after clinical extension 
of brain damage. Of the remaining 3 patients, in whom 
G.O.T. activity was normal, 2 were not studied until one 


estimation was made. In 2 additional cases studied 
G.O.T. activity rose in both the serum and the C.S.F. as 
a result of brain surgery. 

The authors postulate disruption by cerebral damage 
of the blood-brain and blood-C.S.F. barriers to trans- 
aminase, which is released from infarcted areas of the 
brain and enters the blood and C.S.F. in amounts which 
depend upon the anatomical relations of the infarcted 
area. They suggest that failure of G.O.T. activity to 
rise in the serum despite a high level in the C.S.F. might 
be due to such extensive cutting off of blood supply that 
transaminase released in the brain is unable to gain 
access to the blood stream. The curve of serum G.O.T. 
activity following cerebral injury was found to differ 
from that following myocardial infarction in that it 
showed a more gradual slope and a later peak, maximum 
levels occurring within 3 to 5 days of the stroke. The 
authors suggest that this observation may be useful in 
differentiating a primary cerebral vascular accident from 
one secondary to myocardial infarction. 

Celia Oakley 
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re 205. Verrucae Plantares. Symptomatology and Epi- 

he demiology. [Monograph. In English] 

kK. A. RASMUSSEN. Acta dermato-venereologica [Acta 
derm.-venereol. (Stockh.)] 38, Suppl. 39, 1-146, 1958. 

nd 61 figs., bibliography. 

= °06. The Distribution and Behaviour of Cutaneous Nerves 
in Normal and Abnormal Skin — 

IN, A. Scotrr. British Journal of Dermatology (Brit. J. 

ine Derm.) 70, 1-21, Jan., 1958. 5 figs., 26 refs. 

y 


This paper from St. Bartholomew’s Hospital, London, 
describes studies of (1) the morphology of cutaneous 
nerves (particularly of sensory terminations), (2) the 
role of chemical (acetylcholine) transmission in some 
sxin responses, and (3) variations in the anatomical and 
physiological behaviour of nerve fibres in several derma- 
toses. The methods used are described. Sensory ter- 
minations were demonstrated as fibrils ending freely in the 
superficial dermis, epidermis, and around the hair fol- 
licles. Acetylcholinesterase was identified by means of 
specific staining within sensory fibres, and appeared to 
be concerned with the passage of antidromic impulses 
induced by- mechanical stimuli (stroking), physical 
stimuli (ultraviolet rays), or chemical (histamine) 
stimuli. The enzyme appears to be directly involved in 
the production of erythema, and is not necessarily con- 
cerned with sensory impulse transmission. Motor auto- 


e), in nomic nerves branched around the sweat glands. Only 
Fur- @ thie nerves supplying the eccrine glands contained 
nsion cholinesterase, except in cholinogenic urticaria, when 
vhom § ‘those supplying apocrine glands also contained the 
il one § °"Zyme, indicating that there is a functional alteration in 
ly one this disorder. Nerves terminating around the pilomotor 
udied § @PParatus did not contain the cholinesterase. 
Fas Nerve fibres were frequently adjacent to the small 
; arterioles, but none were seen to enter their walls. With 
amage stains cholinesterase was identified in the 
trans @ @tteriolar walls, and after the induction of erythema 
of the § 2!/most all the arterioles appeared to contain the enzyme 
which @ i'ramurally, as did also the termini of the adjacent - 
farcted nerves. This implies that cholinergic nerves 
vity to “fect the arterioles by the local diffusion of acetylcholine. 
might Non-specific cholinesterase was occasionally present in 
sly that normal basal epidermal cells and in all the basal cells 
‘© gain after various types of irradiation, urticaria, and eczema- 
G.0.1.§ ‘zation. Psoriatic lesions were unusual in that the 
> differ entire epidermis contained cholinesterase deposits. In 
that it general, Lewis’s triple response was obtained by intra- 
»ximum dermal injection of acetylcholine, atropine, histamine, 
e. Th and neostigmine, and by external application of ** trafuril 
oeful ing cream ” (nicotinic acid ester). Delayed, incomplete, or 
nt from 2° reaction was obtained in atopic dermatosis, eczema, 
and after ultraviolet irradiation. In the last two con- 
akley ditions a normal response was obtained only with acetyl- 
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choline. It is suggested that in atopy an excess of bound 
acetylcholine in the vessel wall serves to depress synthesis 
to such a degree that arteriolar constriction results, 
leading to altered vascular permeability. 

G. W. Csonka 


207. Treatment of Chilblains by Phenoxybenzamine 

A CLINICAL TRIAL IN GENERAL PRACTICE BY THE SOUTH- 
East SCOTLAND FACULTY OF THE COLLEGE OF GENERAL 
PRACTITIONERS. British Medical Journal [Brit. med. J.] 
2, 1521-1522, Dec. 28, 1957. 1 fig. 


A group of 28 general practitioners in Scotland carried 
out a “double-blind” controlled trial of phenoxy- 
benzamine in the treatment of chilblains. The drug was 
given in capsules containing 10 mg., the dosage being 
initially one capsule daily; capsules containing lactose 
were used for control purposes. If, at the end of the first 
week, no undesirable effects had occurred and cure had 
not been achieved the dose was increased to 2 capsules 
a day during the second week; similarly the dose was 
raised to 3 capsules a day during the third and fourth 
weeks. In none of the cases did treatment continue for 
more than 4 weeks. Of the 128 patients included in the 
trial, only 62 completed the course. vege iy 

The results in patients receiving phenoxybenzamine, 
whether for the full period of 4 weeks or for a shorter 
period, were significantly better than the results in 
patients given lactose. Undesirable side-effects occurred 
in 9 out of 59 patients receiving phenoxybenzamine, these 
being so severe that the drug had to be withdrawn. 
Nevertheless it is concluded that phenoxybenzamine has 
a beneficial effect in the treatment of chilblains. 


S. T. Anning 


208. Radio-active Sodium Absorption Studies in Ery- 
throcyanosis Crurum Puellarum Frigida 

M. Garretts, A. JARRETT, and S. B. Osporn. British 
Journal of Dermatology [Brit. J. Derm.] 70, 22-26, 
Jan., 1958. 31 refs. 


At University College Hospital, London, the clearance 
rate of radioactive sodium (24Na) was used to study the 
local circulation in the legs of 12 women aged 20 to 35 
with erythrocyanosis of the calves and ankles and 10 
healthy control subjects of similar age and sex. The 
temperature of the legs and feet was raised to 37° C. to 
ensure maximum vasodilatation before 24Na was intro- 
duced intracutaneously and serial counts of radio- 
activity made with a Geiger counter. The 24Na clear- 
ance rate was significantly lower in the patients with — 
erythrocyanosis than in the controls. It is pointed out 
that the technique of using 24Na to study circulation 
times in the skin allows a numerical index to be given 
for a particular site under controlled conditions. 

G. W. Csonka 
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209. Phagocytosis in Premature Infants 
L. GLuck and W. A. SILVERMAN. Pediatrics [Pediatrics] 
20, 951-957, Dec., 1957. 2 figs., 19 refs. 


From a review of the literature the authors concluded 
that the premature infant’s lack of resistance to infection 
might be attributable in part to deficient phagocytic 
activity of its leucocytes. They therefore undertook an 
investigation at the Babies Hospital (Columbia Univer- 
sity), New York, in which they compared the phagocytic 
activity of leucocytes from the blood of 54 premature 
infants whose birth weight varied between 630 and 2,200 g., 
15 newborn full-term infants whose birth weight ranged 
from 2,500 to 4,000 g., and 20 healthy*adults. Each 
blood specimen was heparinized and centrifuged and two 
equal portions (2 c.mm.) of plasma and buffy coat placed 
in silicone-coated glass wells at 37° C. To one was added 
1 c.mm. of fresh normal adult serum and to both 0-5 
c.mm. of a suspension of carbon particles (the super- 
natant after centrifuging india ink). Drops of the two 
mixtures were then incubated on glass slides under sealed 
coverslips for 30 minutes at 37° C. and the proportions 
of “‘ effective phagocytes ” (leucocytes containing 10 or 
more carbon particles in their cytoplasm) determined 
under the microscope. 

Significant differences in phagocytic activity were found 
between the blood of full-term and premature infants, 
the proportion of effective phagocytes in premature 
infants of less than 2,000 g. birth weight being much 
lower than that found in full-term infants, which did not 
differ significantly from that found in adults. In general, 
the percentage of effective phagocytes in the blood of 
premature infants increased with the weight at birth 
and was independent of the total leucocyte count. The 
addition of adult serum significantly increased the 
amount of phagocytosis observed in the blood of 
premature infants. Electrophoretic separation of the 
various serum protein components showed that the sub- 
stances responsible for stimulating phagocytosis were 
associated with the «2-, and B-globulin fractions. 

Franz Heimann 


210. 


The A-B-O Blood Groups in Relation to Prematurity 
and Stillbirth 

S. A. PLOTKIN. Journal of Pediatrics [J. Pediat.] 52, 
42-47, Jan., 1958. 24 refs. 


In recent years attention has frequently been drawn to 
associations between the ABO blood groups and various 
diseases. Peptic ulcer, gastric cancer, pernicious anae- 
mia, diabetes mellitus, chromophobe adenoma of the 
pituitary gland, bronchopneumonia in childhood, portal 
cirrhosis, and gynaecological cancer have all been shown, 
with various degrees of certainty, to occur more fre- 
quently than the average in persons of either Group O 
or Group A. The association of such diseases with the 
O and A genes would necessarily tend to depress the 
numbers or reproductive ability of members of these 
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two groups. Up to now, no similar factors have been 
demonstrated which would maintain the existing balance 
by depressing the frequency of the B gene, yet some such 
balancing mechanism must exist or the B gene would 
gradually replace its alleles A and O. 

The suggestion has been made by Aird et al. (Brit. 
med. J., 1954, 2, 315; Abstr. Wld Med., 1954, 16, 464) 
that there may be an association between Group B and 
a disease of early or prenatal life, and that this provides 
the balancing mechanism. The present study was under- 
taken at the City Hospital, Cleveland, Ohio, to test this 
hypothesis by seeking for evidence of an association of 
Group B with stillbirth, with prematurity (as the major 
cause of early infant mortality), or with both. On com- 
parison of blood group frequencies among 100 premature 
and 1,033 full-term infants a significantly higher incidence 
of Group B was found in the former (31°%%) than in the 
latter (22-5%). The blood group frequencies among 
21 stillbirths showed the same trend, 28-6°% of the still- 
born infants being of Group B. It was also shown once 
again that there is a higher incidence of females among 
premature infants, and that the mortality among prema- 
ture males is much higher than among premature 
females. Marianna Clark 


211. Iron Metabolism in Infancy and the Problem of 
** Physiological ’’ Hypochromic Anaemia of the Newborn, 
(Le métabolisme du fer chez le nourrisson et le prob- 
léme de l’anémie hypochrome “ physiologique”’ de la 
premiére enfance) 

N. NEIMANN, E. DE VEZEAUX DE LAVERGNE, M. PIERSON, 
S. STEHLIN, and G. Dausinet. Semaine des hépitaux 
de Paris [Sem. Hép. Paris] 33, 4007-4018, Nov. 30, 1957. 
2 figs., 43 refs. 


The authors review recent work on iron metabolism in 
infancy, and suggest that there are four stages: (1) From 
birth to 3 months, when the haemoglobin level falls owing 
to destruction of excess erythrocytes, but the iron so 
released is stored and any anaemia which develops is 
normochromic or hyperchromic. (2) Between the ages of 
3 months and 7 months haematopoiesis becomes very 
active, there is a slow increase in the number of ery- 
throcytes and haemoglobin level, and all the available 
iron is utilized. (3) The period between 7 and 18 months 
is the critical phase, for now the iron reserves are minimal, 
the diet is poor in iron, and growth is rapid, so that a 
hypochromic anaemia may develop; this situation is 
worse in premature infants, whose rate of growth is 
relatively much more rapid, and in those whose weaning 
to mixed diet is delayed. (4) After 18 months of age 
the rate of growth slows and the diet contains more and 
more iron, so that the iron deficit can be corrected. 

At the Clinique Médicale Infantile, Nancy, investiga- 
tions on some 200 newborn babies showed that the 
average erythrocyte count of 4-6 million per c.mm. at 
birth fell rapidly to a minimum level of 3-7 million at 
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2 to 3 months, rising to 4-3 million per c.mm. during the 
next few months. The mean haemoglobin level at birth 
was 17-2 g. per 100 ml. and fell to 12 g. per 100 ml. 
at 3 months, showing a very small rise in the ensuing 
months. Estimations of the serum iron content and 
serum iron-combining power showed that the coefficient 
of saturation was only 0-15 throughout infancy, compared 
with an adult coefficient of 0-3 to 0-4, indicating a state 
of iron depletion in infants. 

A trial was then carried out of three different iron 
preparations to see whether it was possible to prevent or 
correct this hypochromic anaemia of infancy. (1) Mon- 
oxalate of iron containing 31-5°% of the metal was found 
to be unsatisfactory. (2) Tablets of ferrous gluconate 
containing 22 mg. of iron in each produced variable 
results. In infants aged one to 7 months improvement 
was uncommon, but of the older infants the majority 
showed some increase in the haemoglobin level, the best 
responses being noted in the most anaemic infants. 
3) An iron—dextran complex given intramuscularly was 
tried on 37 infants all over 5 months of age, 200 mg. of 
‘ron being given by this method in divided doses; nearly 
all of this group showed appreciable improvement. The 
wuthors conclude that iron deficiency is common in 
nfancy owing to the poor stores of iron at birth, which 
ure lower than is generally supposed, and to the low iron 
content of the diet at a time when rapid growth is 
occurring. However, iron preparations given before 
‘he age of 6 months have little effect, but after this age 
‘he anaemia can be corrected. They found the intra- 
muscular injection of iron preparations, such as the iron— 
dextran complex, to be much more effective than oral 
administration. 

[This is a long and detailed paper which should be 
read in full.] R. F. Jennison 


212. Intraperitoneal Blood Transfusions in Children 
L. G. MaAcDouGALL. British Medical Journal [Brit. 
med. J.] 1, 139-142, Jan. 18, 1958. 3 figs., 15 refs. 


For the past 3 years intraperitoneal transfusion of blood 
has been adopted for children at the King George VI 
Hospital, Nairobi, and in this paper the results obtained 
in 23 anaemic children, aged 1 month to 4 years, who 
received citrated whole blood by this route are described. 
The conditions responsible for the anaemia were chronic 
infection, malaria, nutritional anaemia, sickle-cell 
anaemia, and ankylostomiasis. Some children with 
nutritional or sickle-cell anaemia had superadded infec- 
tion. The method of injection was that described by 
Carter (E. Afr. med. J., 1953, 30, 499), but the author 
emphasizes the importance of countertraction on the 
skin during insertion of the needle. The amount of 
blood transfused at one time varied from 60 ml. to 300 
ml., and after transfusion the foot of the cot was raised 
to encourage drainage towards the diaphragm. 

Of the 23 patients, 14 survived, and in 11 of these im- 
provement was uninterrupted. The initial haemoglobin 
level in these 11 cases ranged from 8-14 g. per 100 ml. 
to 2-66 g. per 100 ml. The degree of improvement 
varied widely, and appeared to be independent of the 
size or number of transfusions. In every case there was 
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a rise in the haemoglobin level within 48 hours. In 3 
of the 14 survivors progress was complicated by inter- 
current infection, necessitating further transfusions, in- 
cluding (in 2 of the cases) intravenous infusion. 

The author states that a fulminating acute or chronic 
infection was responsible for death in each of the 9 fatal 
cases. In 4 children who died within 48 hours from 
sickle-cell anaemia and lobar pneumonia no rise in the 
haemoglobin level was observed after transfusion. 
There was no evidence in any of the fatal cases to suggest 
that the transfusion was in any way responsible for the 
outcome. Necropsy, which was carried out in 7 cases, 
did not reveal any sign of intraperitoneal injury, sepsis, 
or adhesions. 

The intraperitoneal route is recommended as a simple 
and effective means of giving repeated blood transfusions 
or a single slow transfusion to children. 

E. H. Johnson 


213. Pneumocystis Pneumonia. Report of a Case 

R. M. Howarp and W. H. SHELDON. A.M.A. Journal 
of Diseases of Children [A.M.A. J. Dis. Child.] 95, 18-24, 
Jan., 1958. 5 figs., 16 refs. 


An isolated case of Pneumocystis carinii pneumonia is 
described in a 7-months-old white native American boy. 
The organisms were identified in histologic sections and 
in imprint smears of the lung.—[Authors’ summary.] 


214. Perforated Duodenal Ulcer in a Three-year-old 
Girl. (TIpo60qHas a3Ba KHLIKH y 
3-neTHeH MeBO4uKH) 

L. I. Levkina. Cosemcxaa Meduyuna [Sovetsk. Med.| 
21, 131-132, No. 11, Nov., 1957. 11 refs. 


Up to the present the youngest patient with a perforated 
duodenal ulcer reported in the Soviet literature was a 
girl of 12 years of age. The author now describes the 
occurrence of this complication in a girl aged 3 who was 
admitted to hospital in 1955 with a distended abdomen, 
severe pain, and general debility. From the age of 2 
months this patient had suffered from indigestion and 
occasional attacks of vomiting; 10 days before admission 
an acute abdominal condition had developed, accom- 
panied by severe shock. On admission the patient was 
acutely ill, with rapid pulse, pyrexia, heavily coated 
tongue, and pronounced distension of the abdomen. 
The rectum was empty, an enema having been_adminis- 
tered 3 days previously. 

Operation revealed on the anterior surface of the duo- 
denum an ulcer which measured 1 X1°5 cm. and from 
which green fluid was escaping. The ulcer was stitched 
with catgut, all fluid in the peritoneum was evacuated, 
2 drainage tubes were inserted, one under the liver and 
the other in the right iliac fossa, and 200,000 units of 
penicillin was introduced into the peritoneal cavity, while 
the intramuscular injection of penicillin was immediately 
started. On the 3rd day after operation the patient’s 
condition improved and thereafter recovery was un- 
eventful. Follow-up at 9 months showed the patient’s 
condition to be completely satisfactory. 


H. W. Swann 
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215. . Results of a Study of Heredity in Diabetes Mellitus. 
(Résultats d’une enquéte sur ’hérédité du diabéte sucré) 
M. Lamy, J. FREZAL, and J. bE Groucny. Revue fran- 
caise d’études cliniques et biologiques (Rev. frang Et. clin. 
biol.] 2, 907-919, Nov., 1957. 24 refs. 


In a survey of 501 diabetics (218 males, 283 females) 
attending the H6épital de la Pitié and the Hépital des 
Enfants-Malades, Paris, the authors noted the severity 
of the manifestations and recorded the family history. 
Of the total, 349% were cases of infantile and juvenile 
diabetes (onset under 30 years). The preponderance of 
females was due to their larger numbers in the middle 
and older age groups. The mean age of onset was 40 
years for females and 36 for males. The juvenile dia- 
betics formed a homogeneous group in respect of type of 
diabetes and treatment; the remainder were classified in 
two groups according to whether or not they were being 
treated with insulin, this being regarded as the most 
objective criterion of severity. 

No association was found between age of onset and 
maternal age or parity. There was no significant differ- 
ence in familial incidence (approximately 309%) between 
the 236 primary cases and the 115 cases in which the onset 
was related to such factors as thyroid disturbances, 
obesity, trauma, infection, and emotional shock. There 
was no difference in the incidence of parental consan- 


guinity between patients with the juvenile and adult forms 
of diabetes, but among the adults parental consariguinity 


was found only among those receiving insulin. There 
were 66 diabetics among the 1,002 parents (6°6°%%); the 
frequency with which the father was the affected parent 
was approximately the same for male and female patients. 

Diabetes was found to be more common among the 
parents in cases of late onset (15-29%) than in juvenile 
cases (4-6°%), but this difference is largely a reflexion of 
the higher average age of the parents in the former 
group. No significant connexion was found between 
the age of onset in 52 of the patients and in their diabetic 
parents (r=0-19), and there was no significant difference 
in the incidence of diabetes between the parents of pro- 
positi with disease of different severity. Among the 
patients’ 1,727 siblings there were 53 diabetics (3-1%), 
no significant difference being found between the sexes 
in this respect. The mean ages of onset in 34 patients 
and their diabetic sibs were 46+13 and 42+15 years 
respectively (r=0-54). Among the sibs of propositi 
receiving insulin the incidence of diabetes was higher 
(11-1%) than the incidence among the sibs of propositi 
not so treated (1-5°%%) when one parent was affected, 
but there was no significant difference if neither parent 
was affected. 

The authors discuss their results, draw a distinction 
between the benign diabetes of adults and the early- or 
late-developing severe form of the disease, and suggest 
that their data support the hypothesis that persons with 


severe diabetes, whether early or late in onset, are homo- 
zygous’ for a gene which in the heterozygous state is 
associated with the benign form of the disease occurring 
in adults. R. H. Cawley 


216. Further Investigations of the Genetic Mechanism 
of the Haptoglobins. [In English] 

F. GALATIUS-JENSEN. Acta genetica et statistica medica 
[Acta genet. (Basel)] 7, 549-564, 1957. 3 figs., 11 refs. 


In this paper from the University Institute of Forensic 
Medicine, Copenhagen, studies of the mechanism of 
inheritance of the haptoglobins Hp! and Hp? are reported. 
The technique used for the identification of the hapto- 
globins, which is fully described, was essentially that of 
Smithies (Biochem. J., 1955, 61, 626), and the distribution 
of haptoglobin types was determined in sera from 1,033 
unrelated persons, 106 families with 278 Offspring, 101 
pairs of twins, 593 mother-child combinations, and 34 
newborn infants. (These observations include those 
previously reported by the same author (Acta Med. leg. 
soc. (Liége), 1956, 9, 42).) 

From the findings in the 1,033 sera from unrelated per- 
sons the gene frequency for Hp! was calculated as 0-403 
and for Hp2 as 0-597, while the distribution of pheno- 
types according to the theory of Smithies and Walker 
was: Hp!Hp!, 0-1624; Hp2Hp2, 0-3564; and Hp2Hp!, 
0-4812. The differences between the expected and 
observed frequencies were not significant. In the 
family studies no child over the age of 4 months was 
found to possess an Hp type that was not present in one 
or both parents. The Hp types were identical in all of 
55 monozygotic pairs of twins and in 29 out of 46 dizy- 
gotic, like-sexed pairs. In children under the age of 4 
months the Hp type was often found to be poorly devel- 
oped or undeveloped. 

It would appear certain that, as suggested by Smithies 
and Walker, the genetic mechanism of the haptoglobins 
is governed by two autosomal genes with incomplete 
dominance, Hp! and Hp2. Although there was no 
evidence of the existence of a third allele, 2 adults were 
found whose Hp type was poorly developed. The author 
concludes that the study of Hp types may be of use in 
genetical studies and in the exclusion of paternity. 

I. Dunsford 


217. Muscular Dystrophy in Northern Ireland. IV. 
Some Additional Data 

A. C. STEVENSON. Annals of Human Genetics [Ann. 
hum. Genet.) 22, 231-234, May, 1958. 5 refs. 


218. Emergence of Primary Vitamin-D Resistant 
Rickets at Puberty. Genetic Study of Primary Rickets 
with Familial Disposition. [In English] 

G. CHRISTIANSSON. Acta paediatrica [Acta paediat. 
(Uppsala)| 47, 288-296, May, 1958. 4 figs., 8 refs. 
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219. Further Observations on London Fog 
R. E. WALLER and P. J. LAwtuer. British Medical 
Journal (Brit. med. J.] 2, 1473-1475, Dec. 21, 1957. 
figs., 4 refs. 


The effects of air pollution on 180 patients with chronic 
bronchitis living in Greater London were studied by 
comparing the patient’s own assessment of his state of 
health, as revealed in daily diary entries, with the con- 
centration of smoke as measured at one station in the 
City of London. The patient entered a single letter in 
« diary each day, and this was transcribed to a numerical 
scale as follows: A, condition better than usual=—1; 
b, condition the same as usual=0; C, condition worse 
tnan usual=1; and D, condition much worse than 
vusual=2. The mean diary score of all the patients was 
calculated for each day, and when this was plotted on the 
sime graph as the mean daily smoke concentration in the 
air the two curves were seen to be remarkably parallel. 
There was also a fairly close correlation between periods 
o° low visibility and marked peaks in the degree of 
iiiness. On two occasions when the smoke concentration 
was high and the condition of the patients became worse 
the relative humidity was low, and the reduction in visi- 
bility must have been mainly due to smoke. Wet fog 
occurred on 2 days with normal smoke concentrations; 
on these days the patients were not much affected. On 
one occasion a wet fog apparently reduced the concen- 
tration of smoke in the air. Using a cascade impactor 
on another occasion in a fog the authors noted that most 
of the water droplets were separate from the smoke 
particles. 

It is concluded that smoke fog is deleterious to patients 
with chronic bronchitis and that the presence of water 
droplets does not increase these effects. Although the 
concentration- and the effect on bronchitics of smoke 
particles appear to be independent of the relative humid- 
ity, there is evidence that a wet fog may facilitate the 
production of sulphuric acid from the sulphur dioxide 
emitted into the air. The concentration of sulphuric 
acid parallels that of smoke, and Pattle and Cullumbine 
(Brit. med. J., 1956, 2, 913; Abstr. Wid Med., 1957, 21, 
214) have shown that sulphuric acid mist of a strength of 
20 to 40 mg. per cubic metre is irritant to normal human 
subjects. John Pemberton 


220. Outbreak of Aseptic Meningitis with Exanthem 

J. F. Gavpine, T. M. CLayton, J. ARDLEY, and N. 
Baster. British Medical Journal-[Brit. med. J.| 1, 319- 
321, Feb. 8, 1958. 3 figs., 17 refs. 

An epidemic of aseptic meningitis occurred in Coventry 
during the autumn of 1956, when Sonne dysentery was 
also prevalent. The common clinical features in a series 
of 51 cases were headache, vomiting, pyrexia, menin- 
gism, lymphadenopathy, and a rubella-like exanthem. 
Examination of the cerebrospinal fluid commonly re- 
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vealed a pleocytosis up to 500 per c.mm., lymphocytes 
and polymorphonuclear leucocytes occurring with equal 
frequency. In 19 out of 27 cases a virus related to 
E.C.H.O. virus Type 9 was isolated from specimens of 
faeces, and in 18 of these cases there was a significant in- 
crease in serum antibody titre to this virus. Contrary to 
the finding in outbreaks of poliomyelitis, multiple cases in 
the same household were common. Consecutive ill- 
nesses in families suggested that the incubation period 
was 5 or 6 days. D. Geraint James 


221. The Protective Effect of Monovalent Asian-strain 
Vaccine against Asian Influenza 

J. O. Cutver, R. E. Nitz, and E. H. LENNetTe. Journal 
of the American Medical Association [J. Amer. med. 
Ass.| 165, 2174-2177, Dec. 28, 1957. 16 refs. 


The authors report a preliminary field trial, carried out 
under the auspices of the U.S. Armed Forces Epidemio- 
logical Board, of an aqueous vaccine prepared from an 
Asian strain of influenza virus, which was administered 
subcutaneously to recruits admitted to an army camp 
during the declining phase of an influenza epidemic in 
the summer of 1957. The strain used for the vaccine was 
A/Japan/305/57, inactivated with formalin, this strain 
being virtually indistinguishable from 6 strains isolated 
during the outbreak. Each dose contained 250 chick 
cell agglutinating units. A suitable control injection was 
given to a parallel series of men. Serological examina- 
tions indicated that 645 patients admitted to the camp 
hospital with respiratory disease during June and July 
had influenza, and by extrapolation based on the pro- 
portion of men with clinical signs of influenza who were 
admitted to hospital it is calculated that the total inci- 
dence in the camp during this period was some 4,000 
cases. The inoculations were carried out in the first 2 
weeks of August, and the assessment of results was rather 
inaccurate as every case of upper respiratory illness 
occurring in the vaccinated and control groups was con- 
sidered to be influenzal; the authors are aware of this 
shortcoming, but no alternative was open to them at the 
time. 

The vaccine was administered to 916 men and the 
control injection to 1,448. During the first 10 days after 
inoculation the attack rate in the vaccinated group was 
slightly lower than that in the control group, suggesting 
some slight degree of early protection. Subsequently 
the attack rate was 21-8°% in the vaccinated and 37-9% in 
the control group. The difference between these figures 
was found to be significant at the 0-05 level (P=0-0278) 
and the effectiveness of the vaccine was calculated as 
43°%%. If allowance is made for the fact that some of the 
respiratory illnesses were probably not influenzal, the 
real effectiveness was probably higher. 

Although these findings undoubtedly indicated that 
some degree of protection was conferred by the vaccine, 
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serologically this conclusion was not well borne out. 
Of 21 inoculated persons studied, only about one-third 
showed a fourfold increase in the titre of complement- 
fixing antibody in the blood, whereas patients suffering 
from the disease showed an 8- to 16-fold increase. The 
haemagglutination-inhibition antibody response to the 
vaccine appeared to be virtually nil, but the haemagglu- 
tinating activity of the Asian strain of virus was found to 
be capricious and the tests consequently difficult to 
perform. F. Hillman 


222. Response of the Young Infant to Poliomyelitis 
Vaccine Given Separately and Combined with Other 
Antigens 

R. Batson, A. Curistie, B. Mazur, and J. H. BARRICK. 
Pediatrics [Pediatrics] 21, 1-6, Jan., 1958. 7 figs., 8 Tefs. 


The comparative efficacy of poliomyelitis vaccine given 
alone and combined with other antigens was studied at 
the Vanderbilt Well Baby Clinic, Nashville, Tennessee, 
_ in two groups, each of 50 infants. Immunization against 
poliomyelitis was started when the infant was 6 weeks of 
age, two further 1-ml. injections being given at the ages 
of 3 months and 10 months. Immunization against 
pertussis was also started when the infant was 6 weeks 
old, and combined diphtheria—pertussis—tetanus-toxoid 
injections given at 3, 44, and 6 months of age _ In the 
first group the poliomyelitis vaccine was given alone, 
and in the second it was mixed with the other antigens 
in the same syringe one minute before injection into»a 
different site. 

Satisfactory poliomyelitis antibody responses were 
obtained in both groups, generally after the third or 
booster dose of vaccine. There was no difference be- 
tween the antibody response to immunization with 
poliomyelitis vaccine alone and that to the combined 
vaccines, and no adverse reactions were associated with 
the latter. Further, there was no “ practical ”’ interfer- 
ence with the development of antibodies to diphtheria 
and pertussis. 

The existence of passively transferred maternal anti- 
bodies at the time of the poliomyelitis immunization had 
no apparent influence on the production or persistence 
of active antibodies. A. Ackroyd 


223. Poliomyelitis and Aseptic Meningitis. A Two- 
year Field and Laboratory Study in Connecticut 

D. C. Davis and J. L. MeLnick. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.] 51, 97-117, 


Jan., 1958. 4 figs., 19 refs, 


The results are reported from Yale University School 
of Medicine of a 2-year field and laboratory study of 
cases of paralytic poliomyelitis and non-paralytic polio- 
myelitis (aseptic meningitis) occurring in Connecticut, 
274 out of the 737 cases reported during this period being 
included. Stool and blood samples were collected in the 
acute phase in all cases, and blood also during con- 
valescence in the paralytic cases. 

In all paralytic cases the diagnosis of poliomyelitis was 
confirmed by isolation of the virus or by serological 
methods. From the cases of aseptic meningitis, all of 
which presented essentially the same clinical features, 
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a variety of viruses were recovered, poliovirus Type 1 
and E.C.H.O. virus Type 6 being the most common, 
while other types of E.C.H.O. virus and several Cox- 
sackie viruses were also isolated. In confirmation of 
many other observations it was concluded that the pre- 
vious administration of poliomyelitis vaccine increased 
the prevalence of antibodies against the disease and 
diminished the incidence of clinical poliomyelitis. On 
the other hand vaccination had no effect on the preva- 
lence of aseptic meningitis due to Coxsackie or E.C.H.O. 
viruses. John Pemberton 


224. Family Studies of Respiratory Infections 

F. S. W. BRIMBLECOMBE, R. CRUICKSHANK, P. L. MAs- 
TERS, D. D. Rep, and G. T. Stewart. British Medical 
Journal (Brit. med. J.] 1, 119-128, Jan. 18, 1958. 7 figs., 
15 refs. 


The clinical and bacteriological study of the epidemi- 
ology of the common respiratory infections here reported 
from St. Mary’s Hospital Medical School, London, was 
based on an intensive and detailed investigation carried 
out on some 50 families of a fixed size (mother, father, 
and 3 children, of whom one was under the age of 5) living 
in a working-class area of London. It extended over 
a period of 2 years and was designed to discover the 
incidence of these infections, together with information 
on the methods of their introduction into the family 
units and their spread. The families were selected from 
those bringing a child to Paddington Green Childrens’ 
Hospital for medical advice and they were visited 
regularly by a paediatrician and a nurse during the whole 
period to obtain clinical details; nasal and throat swabs 
were taken from the whole family every 2 weeks. Co- 
operation was excellent. Difficulties over nomenclature 
were solved by restricting the study to three syndromes 
—acute coryza, chronic catarrh, and sore throat. The 
clinical and epidemiological findings were correlated with 
certain social, economic, and environmental factors, 
including housing (particularly overcrowding), nutrition, 
father’s occupation, and amount of outside contact. _ 

The incidence of acute coryza showed a peak level in 
the age group 0 to 4 years, followed by a continuing fall 
with increasing age. Males were more often affected up 
to the age of 16, and thereafter mothers were more often 
affected than fathers. (It so happened that there were 
no persons aged 17 to 19 in these families.) There was 
the usual rise in incidence in September, the higher level 
continuing until April. Of the many social factors con- 
sidered, only overcrowding and the wearing of too little 
clothing showed any influence on the incidence, and this 
was not very marked. While children of pre-school age 
were the most susceptible group and were also responsible 


for introducing the infections most often, older children - 


on the other hand caused most spread throughout the 
family. An increased personal susceptibility was found 
in some individuals, but this was in no way related to the 
family as a whole. A similar pattern was found in 
regard to chronic catarrh, and here again overcrowding 
was the only social factor that could be implicated as a 
possible aetiological factor. Sore throat, however, 
showed quite a distinct pattern, the main differences being 
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that there was no seasonal variation as in the two other 
syndromes. 

The 2-weekly swabs from the nose and throat were 
regularly examined for pneumococci, staphylococci, and 
haemolytic streptococci. The incidence of pneumococci 


The incidence of the other two organisms, however, rose 
with age, reaching its peak in the older school-children. 


D. Streptococci were isolated at a fairly constant rate 
throughout the year, whereas pneumococci were most 
often isolated in the winter and staphylococci in the 
:ummer months. There was some association between 
‘he onset of acute coryza and more frequent isolation of 

AS~ pneumococci, but no causal relationship. When a case 

cal of sore throat occurred in a family streptococci were 

Sey more frequently isolated from the throat swabs of mem- 
vers of that family, but swabs from the individuals actu- 

ni- «lly suffering from sore throat showed no preponderance 
ted cf streptococci, suggesting that there was more than one 
vas cause for the sore throat. Finally, a comparison of 
ied children who had undergone tonsillectomy with those 
er, who had not showed that the rates of incidence of these 
ing three common respiratory infections were identical in the 
ver t'vo groups, and although streptococci were much more 
the rcadily isolated from the throats of those who still had 
ion their tonsils, the incidence of sore throat in these children 
nily was no higher. 

rom [This is a valuable example of the use of epidemio- 

ens’ legical methods in the field which should be read in full 

ited by all interested in the subject.] John Fry 
hole 

ars ff 225. Further Studies on the Transmission of Staph. 

ture aureus 

mes R. Hare and M. Riptey. British Medical Journal 

The (Brit. med. J.] 1, 69-73, Jan. 11, 1958. 1 fig., 8 refs. 

with The anterior nares have for long been regarded as the 

tors, principal reservoir of Staphylococcus aureus and thus as 
tion, the source of the carrier state as well as of clinical infec- 
t. tion. How the spread occurs, however, is still a matter 
rel in of speculation, and recently contamination of the skin 
g fall and clothing has been suggested as a more probable first 
>d up stage than that direct transmission through droplets 
often expelled from the nose. This paper from St. Thomas’s 
were Hospital, London, reports the results of an investigation 
e was into the number and distribution of Staph. aureus on the 
level skin and clothing of carriers and discusses how this may 
; con- govern the ability of the carrier to transmit the organism 
little toothers. Experiments on the transmission of organisms 
d this § from carriers by airborne particles are also described. 
ol age [For details the original paper should be consulted.] 
nsible Of 76 nasal swabs taken from members of the hospital 
ildren -@ staff, Staph. aureus was isolated from 30, a carrier rate 
ut the of 39-4%. Of 15 carriers studied it was found that 6 had 
found § far less contamination of skin and clothing than the 
to the remaining 9; in the latter Staph. aureus was found in 
ind i § considerable numbers on the skin of parts having contact 
wding # with the nose, that is, the palms, fingers, and face, as well 
d as@ @ as on the handkerchief and the pocket in which it was 
~— kept. No correlation, however, was found between the 
being 


number of organisms in the nose and the intensity and 
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that it was most frequent in the older school-children and 


was highest in young children and then fell with age. 
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extent of contamination of the skin and clothing. The 
authors state that if their carriers are considered to be 
representative of carriers in general “* about three-fifths 
evidently have enough Staph. aureus on various sites of 
skin and clothing to render them capable of acting as 
donors of infection”. One case, in which a carrier was 
found to have heavily contaminated skin and clothing, 
with little growth of organisms in his nose but consider- 
able growth from the perineal area, is reported in some 
detail. It illustrates that when infection occurs and a 
source is being sought other areas of the body should be 
examined besides the nose. 

In a study of the dispersal of organisms into the air as 
a result of movement a special plastic cubicle was de- 
signed in which culture plates were placed close to the 
subject. Of 19 carriers, 6 dispersed no Staph. aureus and 
were thus in the same position as non-carriers; from the 
remaining 13 the counts were higher and were therefore 
potentially dangerous. Again no correlation was found 
between the number of Staph. aureus in the nose and the 
ability to disperse them. This paper confirms the im- 
portance of contamination of the skin and clothing and 
shows how other parts of the body besides the nose may 
be the source of Staph. aureus infection. 
David Morris 


226. Sonne Dysentery in Liverpool. A Study of the 
Social and Health Background of Children Admitted to 
Hospital with Sonne Dysentery 

R. C. Macteop. Monthly Bulletin of the Ministry of 
Health and the Public Health Laboratory Service [Monthly 
Bull. Minist. Hith Lab. Serv.) 17, 2-7, Jan., 1958. 
11 refs. 


In this paper the author attempts to correlate the 
occurrence of Sonne dysentery in children with the 
patients’ social and health background. During 1953 
and 1954 209 patients with Sonne dysentery were ad- 
mitted to Fazakerley Infectious Diseases Hospital, 
Liverpool, 88°% being under 10 years and 65% under 5 
years of age. Only 2 patients were in a poor general 
condition. 

A survey was made of the home conditions, social 
grade, frequency of breast-feeding, and standard of 
mothercraft in the families of 173 patients. While 60 
(35°%) came from council houses or flats, prefabricated 
houses, or privately owned houses, 113 (65%) lived in 
private landlords’ rented property in a variable state 
of repair. For the whole series the mean number of 
individuals per house was 5-72 and the mean number of 
persons sleeping in the patient’s bedroom 3-11. While 
84 patients had their own bed, in the remaining 89 cases 
the mean number of persons per bed was 2°62. Bedding 
was inadequate in 13-89% of cases. In 15 cases there was 
more than one breadwinner in the family. The pro- 
portion of unemployed fathers amounted to 12-8% com- 
pared with an average for the area of 2 to 3%. The 
majority belonged to Social Grades III and V of the 
Registrar-General’s classification. Of 160 of the chil- 
dren, 73-25% had been breast-fed, but in 499% of cases 
breast-feeding had been abandoned by the end of 3 
months. The standard of mothercraft was on the whole 
satisfactory. Franz Heimann 
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227. Absence from Work in Relation to Wage Level and 
Family Responsibility 

R. D. SHepHerpD and J. WALKER. British Journal of 
Industrial Medicine (Brit. J. industr. Med.] 15, 52-61, 
Jan., 1958. 1 fig., 8 refs. 


Men at different wage levels employed in an iron-and 
steel works were compared with respect to their absence 
from work and overtime working. The men were also 
grouped according to their family responsibilities, or 
number of dependants, as indicated by their income-tax 
code number. There was no paid sick leave scheme. 

The amount of overtime working decreased at higher 
wage levels. This trend was found in all family responsi- 
bility groups. There was a relationship between family 
responsibilities and overtime working but its nature 
depended upon the wage level of the men concerned. 
At lower pay levels overtime working increased markedly 
in groups with progressively greater family responsi- 
bilities; at higher pay levels there was little or no 
increase. 

Men at higher wage levels lost more time through 
absence, both in terms of shifts lost and number of 
absences. The increase in total shifts lost was due mainly 
to more long absences (10 shifts and over) recorded as 
due to sickness, while the increase in the total number of 
absences was due chiefly to more single-shift absences 
recorded as without permission. For absences of inter- 
mediate length (2 to 9 shifts), there was no increase with 
wage level, although their distribution by length varied 
and the proportion recorded as due to sickness was greater 
in the higher wage groups. 

The relationship between absence and family responsi- 
bilities was found to be U shaped. Absence was higher 
for single men, fell to a minimum for those with two 
dependants, and then increased progressively for men 
with more than two dependants. This result was inde- 
pendent of wage level and was found in all lengths and 
categories of absence including sickness absence.— 

[Authors’ summary. ] 


228. Pulmonary Disease amongst Sisal Workers 
H. Stotr. British Journal of Industrial Medicine (Brit. 
J. industr. Med.] 15, 23-37, Jan., 1958. 5 figs., 22 refs. 


The sisal industry is economically important in Kenya, 
where more than 8,000 Africans are employed in sisal 
plantations and in factories making ropes and bags from 
sisal. 

The author has studied the incidence of pulmonary 
lesions among 1,038 workers employed in one of these 
sisal factories, 130 in the carding room and 908 in other 
departments. In a period of 4 months there were 70 
attendances at the dispensary on account of chest com- 
plaints by workers in the carding room (53-8%) and 
232 (25-6%) by those in other departments, the sickness 
rate for chest complaints being thus twice as high among 


Medicine 
carding-room workers. Dust studies showed that the 
carding room was thickly covered with a mildly irritant 
dust; the soluble portion of the ash was found to be 
7-6°% of the total dust sample, while the insoluble part 
was 4-2°% of the total sample. The soluble portion con- 
tained amorphous silica and the insoluble portion feld- 
spar. The quartz content of the dust was therefore too 
low to be capable of causing pneumoconiosis. In the 
carding room the mean count of particles of size 0-5 
and 5 x was 243 particles per ml. 

A medical investigation was carried out on 93 workers, 
comprising 37 who had worked for more than 6 months 
in the carding room, 27 who had worked for 10 years or 
more in other departments only, and 29 who had worked 
for over 24 years in the factory and had been employed 
for some of this time in the carding room. Among the 
37 carding-room workers radiography revealed 4 with a 
similar type of apical fibrosis, while 2 others showed heavy 
lung markings. Of the 56 workers in the other two 
groups, none showed apical fibrosis and only one had 
heavy lung markings. The apical fibrosis was unlike 
that seen in the general African population, and broncho- 
graphy revealed that there was dilatation of the bronchi. 
No tubercle bacilli or fungi were found in the sputum. 
‘The average maximum breathing capacity in 36 carding- 
room workers was 53 litres per minute, compared with 
61 litres per minute in 25 workers of the same age em- 
ployed in other parts of the factory. None of the workers 
exposed to sisal showed any skin sensitivity to extracts of 
sisal dust. 

The author suggests that the apical fibrosis seen in 
the carding-room workers in this sisal factory is related 
to occupation and is a disease similar to that occurring 
in workers exposed to bagasse and paprika. 

Kenneth M. A. Perry 


229. Dermatitis in the Steel Industry in Sheffield 
H. R. Vickers. British Medical Journal [Brit. med. J.] 
1, 199-200, Jan. 25, 1958. 1 fig. 


An analysis is presented of the causes of dermatitis in 
250 workmen in the steel industry in Sheffield in whom the 
condition was severe enough to necessitate absence from 
work for at least 3 weeks. The author points out that 
dermatitis directly due to work in this industry is ur 
common; although 80,000 men are employed, records for 
the past 8 years had to be searched for these 250 cases. 
The commonest cause of the dermatitis (34-89% of cases) 
was the application of a sensitizing agent to cleanse a trivial 
wound (acriflavine and penicillin being most often used). 
In the author’s view many cases of dermatitis in the steel 
industry could be prevented if first-aid staff were better 
instructed. He advises thorough cleansing of the wound 
with 1°% cetrimide solution and the application of either 
a sterile dressing or a dressing of sterile paraffin, the 
_ dressing being left undisturbed until healing has taken 
place. R. E. Lane 
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e 230. The Oculo-cardiac Reflex in Eye Muscle Surgery 
it P. P. BosomwortH, C. H. ZIEGLER, and J. Jacosy. 
e Anesthesiology [Anesthesiology] 19, 7-10, Jan.—Feb., 1958. 
rt The occurrence of reflex cardiac disturbances associ- 
ie a‘ed with traction on the extra-ocular muscles has been 
1 recognized for over 55 years. It has been suggested that 
0 the anatomical pathway is through the vagus nerve or 
ne alternatively the parasympathetic nervous system. An 
5 investigation is reported in which 62 unselected, healthy 
patients aged 7 months to 35 years were studied by 
rs, electrocardiography and electroencephalography. In 
hs 12 cases arterial blood samples were also analysed for 
or oxygen and carbon dioxide content. Out of 28 patients 
ed undergoing surgery of the eye muscles 23 (82-1°%) showed 
ed ev. dence of change in cardiac rhythm in the form of 
the slowing of the pulse rate by 10 to 50°, while 9 of them 
ha § had additional disturbances of rhythm. Traction on the 
avy medial recti was more likely to produce cardiac changes 
lwo @ than traction on the lateral recti. The blood oxygen and 
had § carbon dioxide levels in the cases in which they were 
like deiermined were*normal. Retrobulbar block had no 
ho- § effzct on the incidence of these changes, but the intra- 
chi. § venous injection of atropine just before operation (in 
um. addition to that given as premedication) reduced the 
ing- @ incidence of reflex changes. It is recommended that 
with § continuous monitoring be employed to detect alterations 
em- @ in cardiac rate or rhythm in patients subjected to surgery 
kets § involving the muscles of the eye, while “ a clear airway 
tsof and adequate ventilation are mandatory”. 
: W. Stanley Sykes 
aia 231. Ataralgesia. Operations without Anaesthesia 
. J. T. Haywarp-Butr. Lancet [Lancet] 2, 972-974, 
TIME B Nov. 16, 1957. 15 refs. 
rry The author of this paper from the Medical School of 
the University of Natal describes a method of obtaining 
d. J) “total analgesia safely, consistently, and simply by using 
~*"“" @ acombination of drugs to produce maximum analgesia 
_, § with minimum side-effects”, a state which he terms 
itis © @ “ataralgesia”. For this purpose he uses a combina- 
ym the & tion of pethidine, amiphenazole, and “ pacatal ” (pheno- 
>from @ thiazine) of which one unit contains 100 mg. of 
it that § pethidine, 25 mg. of amiphenazole, and 100 mg. of 
is UN @ phenothiazine. The usual adult dose is 3 units 45 min- 
rds for utes before operation. The amiphenazole is dissolved in 
| Cases. @ pethidine solution and given intramuscularly; pheno- 
; cases) thiazine is given intramuscularly but at a different site. 
i trivial # = Of 78 patients given this mixture, 40 were operated on 
, used). @ without further anaesthesia; in 15 of these a true ataral- 


gesia was achieved. In the remaining 38 patients very 
small quantities of a barbiturate were needed. Relax- 
ants were given when necessary. The method has been 
wed in childbirth without depressant effect on the child, 
and the author suggests that it might be of value after 
accidents, since the patient would be pain-free and 
cooperative. In one case, which is described, caesarean 
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~ section was performed painlessly, the mother remaining 
conscious and discussing ‘‘ the problem of names for her 
baby ” during the procedure. W. Stanley Sykes 


232. Respiratory Studies in Man during Fluothane 
Anesthesia 

J. C. Devine, W. K. HAMILTON, and C. B. PritTinGerR. 
Anesthesiology [Anesthesiology] 19, 11-18, Jan.—Feb., 
1958. 4 figs., 8 refs. 


In view of the fact that “* fluothane ” (halothane), the © 
recently introduced, potent, non-explosive anaesthetic 
agent, has been reported to depress respiration, 7 patients 
aged 16 to 56 who were free from cardiovascular, respira- 
tory, and metabolic disease were studied at the State - 
University of Iowa College of Medicine, Iowa City. It 
was found that halothane anaesthesia resulted in carbon 
dioxide retention, a progressively decreased alveolar 
ventilation, and a significant reduction in the response 
of the respiratory minute volume to inhalation of 5% 
carbon dioxide. The agent also caused some tachy- 
pnoea, but untoward effects were noted in only one 
patient, who became cyanotic during deep anaesthesia. 

W. Stanley Sykes 


233. Control of Postoperative Vomiting with Perphena- 
zine (Trilafon): a Double Blind Study aie 
D. C. Moore, D. BRIDENBAUGH, E. G. VAN ACKEREN, 
and F. V. Coie. Anesthesiology [Anesthesiology] 19, 
72-74, Jan.—Feb., 1957. 4 refs. 


The control of postoperative vomiting with perphen- 
azine (“trilafon’’) was studied by the double-blind 
technique at the Mason Clinic, Seattle, Washington, 304 
patients undergoing a variety of surgical procedures 
receiving this drug in addition to the usual postoperative 
sedation, while a similar number of controls (306) were 
given only the routine treatment. The drug was injected 
intramuscularly in a dose of 3-75 mg. immediately before 
operation and then postoperatively every 6 hours for 
three doses. The incidence of vomiting among the 
controls was 17-97°%, whereas in the patients given per- 
phenazine it was only 6:25°%, statistically a highly signifi- 
cant reduction. W. Stanley Sykes 


234, An Assessment of Buthalitone Sodium 
P. H. Simmons and M. S. BLANSHARD. British Medical — 
Journal [Brit. med. J.] 2, 1347-1350, Dec. 7, 1957. 


At the Middlesex Hospital, London, the authors have 
investigated the rate of recovery after anaesthesia with 
buthalitone sodium and compared it with that following 
thiopentone. Buthalitone, a yellow powder soluble in 
water to give a strongly alkaline solution, is the sodium 
salt of 5-allyl-5-(methylpropyl) thiobarbituric acid. 
Some 200 patients attending for orthopaedic manipula- 


_tion or minor surgery as out-patients were allotted 


alternately to two groups, of which one received thio- 
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pentone and the other buthalitone. All had fasted for 
at least 4 hours previously and a few received premedica- 
tion with atropine sulphate (0-6 mg.). The anaesthetic 
drugs were given intravenously in a single dose to 
patients undergoing manipulation and in divided doses 
to those undergoing minor surgery, with the addition of 
nitrous oxide and oxygen. The times of injection, when 
coordinated response to painful stimuli returned, when 
the patient became verbally accessible, and when he was 
fully conscious were noted. Other investigations attemp- 
ted included the flicker-fusion test of Berg and two-point 
tactile discrimination, but these were found to be im- 
practicable. Initially the dosage of drug chosen was the 
minimum to keep the patient asleep, but for surgical 
purposes this proved to be inadequate. In the later 
part of the trial the dosage was increased sufficiently to 
provide good operating conditions. Buthalitone was 
also used to induce anaesthesia in 83 in-patients and given 
to 12 children per rectum as premedication. 

The results in the first trial period suggest that recovery 
after buthalitone is more rapid than after thiopentone, 
but when comparable operating conditions were pro- 
vided this difference diminished or was reversed. The 
comparability of the patients in the trials was confirmed 
statistically. The dose:body-weight ratio for the two 
trial periods was calculated, when the increase in the 
ratio for buthalitone was found to be highly significant, 
the ratio for thiopentone remaining constant. There 
was no significant difference in the duration and extent 
of hypotension produced by the two drugs, but there was 
an increased incidence of hiccup with buthalitone. The 
condition produced by rectal infusion of buthalitone in 
a dosage of 25 mg. per Ib. (55 mg. per kg.) body weight 
was indistinguishable from that produced by rectal 
infusion of thiopentone, but recovery was much slower 
with buthalitone. 

The authors conclude that buthalitone offers no advan- 
tages over other drugs at present available. 

Raymond Vale 


235. Anesthesia LVII: a Further Study of the Anesthetic 
Properties of 1:1: 1-Trifluoro-2:2-bromochlorethane (Fluo- 
thane) 

J. C. KRAntTz, C. S. Park, E. B. Truitt, and A. S. C. 
Linc. Anesthesiology [Anesthesiology] 19, 38-44, Jan.- 
Feb., 1957. 3 figs., 10 refs. 


In studies carried out at the University of Maryland 
School of Medicine on mice, dogs, and monkeys deter- 
mination of the anaesthetic index of “‘ fluothane ” (hal- 
thane) showed that in these animals it is a potent anaes- 
thetic with a narrow margin of safety. It depressed the 
blood pressure and when sufficient was administered to 
produce surgical anaesthesia the electrocardiogram 
showed an inverted T wave and bradycardia at the stage 
of threatened respiratory arrest. In these experiments 
there were no “ delayed deaths” and repeated anaes- 
thesia did not cause hepatic damage, the results of liver 
function tests not being significantly affected. Anaes- 
thetic concentrations diminished the amplitude and 
slowed the rate of the heart beat in frogs. In the blood 
of the dog the clotting time was not affected, nor was 
haemolysis caused. In studies in vitro the cardiac 


oxygen uptake of the rat heart was shown to be reduced, 
Oxygen consumption was generally reduced in vivo, 
The safety margin was low, only slightly greater than that 
of chloroform. It is concluded that these properties 
appear to be serious disadvantages in the use of halothane 
W. Stanley Sykes 


as an anaesthetic agent. 


236. Use of Bemegride in Terminating Barbiturate 
Anaesthesia 

B. D. Wyke and E. FraywortuH. Lancet [Lancet] 2, 
1025-1028, Nov. 23, 1957. 2 figs., 19 refs. 


In this paper from Brook Hospital, Woolwich, London, 
the authors discuss the action of 8-ethyl-8-methylglutari- 
mide (bemegride) in reversing the narcotic effects of bar- 
biturates. Though usually combined with amiphena- 
zole (** daptazole ”’), it has been shown experimentally to 
be most effective alone. The results are presented of an 
extended clinical trial on 52 consecutive patients anaes- 
thetized with intravenous thialbarbitone or thiopentone 
in an initial dose of approximately 10 mg. per kg. body 
weight and maintained on nitrous oxide and oxygen, 
with supplemental doses of barbiturate to total doses 
of 14 to 40 mg. of thialbarbitone per kg. and of 7 to 
18 mg. of thiopentone per kg. body weight. The beme- 
gride was given in repeated doses in 0-5°% solution intra- 
venously, the initial dose averaging 50 mg. (10 ml.), and 
the total varying from 0-6 to 4-7 mg. per kg. (average 
2mg.). The interval between the last dose of barbiturate 
and the initial dose of bemegride varied from 1 hour to 
5 minutes, nitrous oxide having been discontinued for at 
least 10 minutes. A control group of 25 patients 
anaesthetized by an identical technique but not given 
bemegride were observed, with special reference to 
restoration of pulmonary ventilation, corneal and oro- 
pharyngeal reflexes, and response to oral commands. 

In the patients given bemegride there was an increase 
in pulmonary ventilation, the depth being increased more 
than the rate. The maximum respiratory rate was 
achieved within 20 to 25 minutes from the last dose of 
barbiturate in 50°% of cases, compared with 30 to 35 
minutes in 50°% of the controls. The corneal reflexes 
returned more quickly (average 30 minutes compared 
with 60 to 65 minutes in the controls), while the oro- 
pharyngeal and somatic reflexes returned within 35 to 40 
minutes. 
45 to 60 minutes after the return of the reflexes. 

Side-effects (with large doses) included vomiting and 
convulsions. In normal subjects not given barbiturate 
bemegride has produced electroencephalographic evi- 
dence of seizure discharges of brain-stem origin. The 
dosage used in this series did not produce these effects, 
but in 3 cases restlessness and hyperreactivity to sensory 
stimuli necessitated further small doses of barbiturate. 

The mode of action is discussed and reasons are given 
for considering that bemegride is not a true pharmaco- 
logical antagonist to the barbiturates, but acts as 4 
reticular stimulant, facilitating transmission through the 
reticulo-cortical and reticulo-spinal systems depressed by 
barbiturates. The authors conclude that bemegride isa 
safe, effective, and clinically useful antidote to barbi- 
turates. Raymond Vale 
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237. The Hemolytic Effect of Ionizing Radiations and 
Its Relationship to the Hemorrhagic Phase of Radiation 
Injury 

F. 5STOHLMAN, G. BRECHER, M. SCHNEIDERMAN, and E. P. 
CroNKITE. Blood [Blood] 12, 1061-1085, Dec., 1957. 
12 ‘igs., 26 refs. 


|: is generally accepted that the anaemia which follows 
whole-body irradiation is of more rapid onset and 
development than would be expected if it were caused 
solely by cessation of erythropoiesis. That this dis- 
crepancy is due in part to haemorrhage after the onset of 
thrombocytopenia seems likely; but the evidence that 


an there is a phase-of haemolysis as a result of a deleterious 
\es- effect of the irradiation on mature erythrocytes is contra- 
one dictory. This paper from the U.S. National Institutes of 
ody Health, Bethesda, Maryland, reports experiments de- 
en, sigied to measure the survival of erythrocytes on their 
SES return to the circulation after extravasation into tissues 
1to during the phase of thrombocytopenia, and to detect 
me- 


any harmful effect of irradiation on circulating erythro- 
cytes. Adult mongrel dogs were irradiated from a 
radioactive cobalt (6°Co) source; the erythrocytes of both 
irradiated animals and controls were labelled with radio- 
active chromium (51Cr), and typed with reference to the 
known canine agglutinogens, due account being taken of 
these factors in the subsequent experiments. Some 
observations were made on animals irradiated only after 
a satisfactory line of disappearance of labelled erythro- 
cytes had been established; in other studies irradiated 
erythrocytes were injected into normal animals and nor- 
mal erythrocytes into irradiated animals. In the experi- 


ments intended to measure the effects on erythrocytes of 
more @ extravasation into the tissues both normal and irradiated 
was @ cells were used, including cells obtained by cannulation 
se of B of the thoracic duct of irradiated animals. 
0 35 These studies confirm that cessation of erythropoiesis 
lexes @ and erythrocyte extravasation as a consequence of throm- 
sared Hf bocytopenia are the principal causes of post-irradiation 
oro- @ anacmia. Of the erythrocytes affected by extravasation, 
to 40 §& it was shown that those collected from the thoracic duct 
some § after irradiation and infused into normal recipients had 
a shorter survival time than those collected at the same 
z and § time from a peripheral vein of the same donor. A fur- 
turaté @ ther deleterious effect of irradiation on mature erythro- 
> €Vir @ cytes was shown to occur within 3 days of exposure to 
The § whole-body irradiation, and before the phase of thrombo- 
ffects, @ cytopenia; this was indicated by an increase in the pre- 
nsory @ determined rate of elution of 51Cr from cells labelled and 
urate. @ returned some time before exposure of the animal to 
given @ irradiation. Since this effect can also be demonstrated 
maco- @ when normal erythrocytes are transfused into previously 
aS @ @ irradiated animals it would appear to be an indirect con- 
gh the # sequence of irradiation. Furthermore, some evidence 
sed by & is presented which suggests that the presence of metallic 
de iS @ chromium as such has some harmful effect on erythro- 
4 cytes and may further reduce the survival of labelled 


Radiology 


77 


erythrocytes after irradiation. The authors stress that 


these two effects, as well as the consequences of extra- 


vasation, are additive, but there is no evidence as to the 
mechanism whereby the erythrocytes are thus affected. 
They also draw attention to the fact that in partial body 
irradiation, or when primary damage to erythrocytes is 
due to some other agency, such as antibodies, the effects 
may be less important. . 

[This paper should be read for its relevance to the 
interpretation of erythrocyte survival studies with 51Cr 
as well as for its important contribution to the under- 
standing of radiation anaemia.] A. G. Baikie 
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238. Small Pneumoencephalograms as a Screening Pro- 
cedure in the Study of Convulsive Disorders 

L. E. Etter and E. L. YounGue. Radiology [Radiology] 
70, 23-32, Jan., 1958. 18 figs., 18 refs. 


In this paper from the Veterans Administration Hos- 
pital, Pittsburgh, Pennsylvania, the authors describe 
their use of pneumoencephalography with small amounts 
of air, not exceeding 20 or 30 ml., as a screening procedure 
in the investigation of patients with convulsive seizures. 
They state that the procedure is safe, may be performed in 
the x-ray department, and in a large proportion of cases 
it is possible to make a definite diagnosis. Of 108 male 
patients aged 20 to 40 years on whom this procedure was 
carried out, 69 yielded an abnormal pneumoencephalo- 
gram. 

[This high proportion of abnormal results must be due 
to the type of patient seen in a veterans’ hospital. In the 
abstracter’s experience the proportion in unselected cases 
in which the only presenting feature is epilepsy is much 
smaller, but it rises with age. This is not to say, however, 
that pneumoencephalography is not a useful screening 
procedure in cases of epilepsy when combined with other 
appropriate investigations. ] J. MacD. Holmes 


239. Tomographic Bronchography in the Investigation 
of Pulmonary Tuberculosis 

R. Y. Keers and A. R. Apams. British Journal of 
Tuberculosis and Diseases of the Chest (Brit. J. Tuberc.] 
52, 74-80, Jan., 1958. 3 figs., 5 refs. 


The value of bronchography in the preoperative 
assessment of cases of pulmonary tuberculosis has been 
recognized for some time, but the advantage of com- 
bining this procedure with tomography has only recently 
been appreciated. The present authors, working at the 
Deeside Sanatoria, Aberdeenshire, carried out the com- 
bined procedure on 171 patients with pulmonary tuber- 
culosis and found that the tomograms were helpful in 
33 instances. The combined examination proved par- 
ticularly useful in demonstrating localized abnormalities 


0. 

es 

ne 

2, 

on, 

iri- 

ar- 

na- 

to 

tra- 

and 

rage 

rate 

ir to 

yr at 

ents 

iven 

e to 

oro- 


78 RADIOLOGY 


in smaller peripheral bronchi which were often obscured 
on the routine films, and in clarifying the anatomy of the 
bronchial tree where there was gross distortion by fibrosis 
or collapse therapy. With this technique the relationship 
of a parenchymal lesion to its draining bronchus was often 
observed, and it was possible to obtain lateral films when 
both lungs were being examined together. 

The authors suggest that certain appearances may be 
correlated with the pathology—for example, the rat-tail 
appearance of complete occlusion and the rectangular 
termination at a mucous plug. D. E. Fletcher 


240. The Definitive Diagnosis of Effusive or Constrictive 
Pericarditis 

L. A. SoLorr and J. ZATUCHNI. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 234, 687-695, 
Dec., 1957. 3 figs., 13 refs. 


The authors, writing from Temple University School 
of Medicine, Philadelphia, give their reasons for prefer- 
ing angiocardiography to carbon dioxide contrast studies 
in the diagnosis and evaluation of chronic pericardial 
disease. Angiocardiography differentiates pericardial 
effusion from chronic constrictive pericarditis, and it also 
allows analysis of the relative contributions of myo- 
cardial and pericardial factors in the production of car- 
diac disability. In cases of pericardial effusion angio- 
cardiography reveals a homogenous density surrounding 
the opacified heart which is in marked contrast to the 
heart shadow; it is adjacent to all the heart borders 
but is thickest at the sides, particularly the right side, and 
the angle formed by the outer border of the pericardial 
density and the diaphragm is acute. These character- 
istics are important in differentiating the condition from 
such lesions as cyst, neoplasm, or abscess, which are 
characteristially asymmetrical. If the pericardial effu- 
sion is being caused by an underlying neoplasm a localized 
change in density may occur. 

The heart itself is not deformed and, in the absence of 
constriction, shows the usual variation in size during the 
cardiac cycle. The position of the heart undergoes no 
material change except occasional displacement of the 
superior vena cava and right atrium to the right. The 
opacified cardiovascular structures may show secondary 
changes; the vena cavae may be dilated, especially the 
inferior vena cava, which may be opacified by reflux of 
contrast medium from the right atrium. The time of 
opacification of the superior vena cava is prolonged. 
The pulmonary artery and its branches, particularly the 
left, are displaced superiorly. The pulmonary veins may 
be prominent and the left atrium enlarged, while the 
left ventricle is displaced forwards. 

The intracardiac circulation time is usually normal, and 
any prolongation of this time suggests some myocardial 
dysfunction. . In cases in which this continues after 
medical treatment there is a likelihood that it will con- 
tinue after surgical treatment, either because of the 
impossibility of decorticating the heart satisfactorily or 
because of associated irreversible myocardial disease. 
The pathognomonic finding in constrictive pericarditis 
is a rigid right atrial border which has lost its normal 
outward convexity. John H. L. Conway-Hughes 


241. A Simple Method for Improving Visualization of 
the Hypermotile Stomach and Duodenal Bulb 

I. R. ScHwartz, E. LEHMAN, and J. M. SEIBEL. Ameri- 
can Journal of Gastroenterology [Amer. J. Gastroent.] 28, 
518-529, Nov., 1957. 7 figs., 11 refs. , 


Attention is drawn to the difficulty often experienced 
by radiologists in visualizing adequately the pylorus and 
first part of the duodenum in the hypertonic, rapidly 
emptying type of stomach, especially when the sthenic 
build of the patient results in a high transverse organ. 
The authors, at King’s County Hospital Medical Center, 
Brooklyn, N.Y., have found that administration of 
** pro-banthine ” (propantheline), either by mouth in a 
dose of 30 to 40 mg. 20 minutes before the examination 
or by intramuscular injection of 10 to 20 mg. 10 minutes 
beforehand, is very effective in slowing the rate of empty- 
ing and reducing the hypermotility of the stomach and 
duodenum. In this way the duodenal cap is clearly 
displayed in the majority of cases. 

Details are given and radiographs are reproduced of 
7 cases of various lesions, including carcinoma of the 
fundus, duodenal ulcer, and gastric ulcer. In all these 
cases the preliminary examination, occasionally repeated, 
failed to permit a correct diagnosis, but after administra- 
tion of propantheline the lesion was clearly seen. The 
authors refer to the “ irritable bulb ”, which may mask 
a duodenal lesion and so be incorrectly ascribed to a 
functional disorder; they suggest that the administration 
of propantheline should materially help to reveal the 
true condition. A. M. Rackow 


242. A Radioisotope Method of Visualization of Blood 
Pools 

A. M. REJALI, ‘W. J. MACINTYRE, and H. L. FRIEDELL. 
American Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer.-J. Roentgenol.| 79, 129-137, 
Jan., 1958. 10 figs., 4 refs. 


From Western Reserve University, Cleveland, Ohio, 
a method is described for the visualization of blood 
pools in the body by means of radioactive isotopes in 
which the apparatus used consisted essentially of a scin- 
tillation counter, the crystal of which was contained ina 
shielded collimator mechanically driven to scan a chosen 
area. The scanning speed along the x axis was 10 inches 
(25-4 cm.) per minute, about 10 lines per inch (4 lines 
per cm.) being recorded along the y axis. Scattered 
radiation was eliminated by the shielding or by integral 
pulse height discrimination. A counting rate cut-off 
circuit was used to improve contrast. Records were 
made on electrosensitive paper, or on film by means of 
an oscilloscope-lens system. Patients were given an 
intravenous injection of serum albumin labelled with 
radioactive iodine (1311), the dose being 300 to 400 pc. 
having previously been treated with Lugol’s solution for 
a week in order to minimize the uptake of 1311 by the 
thyroid gland. An interval of 10 minutes was allowed 
before scanning was started so as to ensure adequate 
mixture of the labelled albumin with the blood. © 

Good results were obtained in the visualization of the 
blood pool in both normal and abnormal hearts and in 

_ cases of aneurysm of the abdominal aorta, the results 
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» results defects; (7) the internal margin of the lesion was usually 


comparing well with those of radiography and aorto- 
graphy. While it is admitted that angiocardiography 
produces results which are much sharper and superior in 
the visualization of detail, it is emphasized that the 
method described is relatively simple and without hazard. 
Improvement in quality is also likely to result from 
iis further development. Evidence from the results 


e‘Tective as an adjunct to éther methods in the study of 
various cardiac and vascular problems, including the 
investigation of such conditions as pericardial effusions 
and aneurysms of the thoracic and abdominal aorta and 
the differentiation of such aneurysms from mediastinal 
and abdominal masses. The possibility is also sug- 
g:sted of its use in the visualization of structures, such 
as neoplasms and thrombi of the cardiac wall, which 
encroach upon blood pools. I. M. Rollo 


243. Giant-cell Tumor of Bone 


V. R. Gee and D. G. PuGu. Radiology [Radiology] 70, 
32-45, Jan., 1958. 12 figs., 28 refs. 


In this review from the Mayo Clinic the authors dis- 
cuss the clinical, pathological, and radiological features 
o! 104 cases (58 in females and 46 in males) of giant-cell 
tumour of bone encountered between 1905 and 1955. 
(The clinical and pathological aspects of 101 of these 
cases have already been discussed by Williams ef al. 
(Cancer, 1954, 7, 764).) Pain was a feature in 98 cases 
and swelling in 78. The duration of symptoms varied 
from a few days to 3 years; a history of trauma was in- 
constant. Only two-thirds of the cases were in the 
usually accepted age group for these tumours, namely, 
20 to 40 years, 10% occurring below and 24% above 
these limits. The tumour occurred in the long bones in 
84° of cases, and of these 71°% were near the knee and 
16°% in the distal part of the forearm. Except for the 
sacrum, the vertebral column was exempt. (Most of 
the vertebral lesions described by Williams et al. were 
later shown to be aneurysmal bone cysts or giant osteoid 
osteomata.) Extension of the tumour into an adjoining 
bone was found in 5 cases before treatment and in 3 
cases during recurrence after treatment. Total removal 
was Curative in all of the 22 cases so treated. Lesser 
measures showed a recurrence rate of 42°%, which was not 
reduced by adjuvant radiotherapy. Several recurrences 
were controlled by irradiation alone, but this failed in 12 
cases in which it was used primarily. 

Since the description of the radiological appearances 
in earlier reports has been confused by the inclusion of 
variants, the authors now reassess the diagnostic features, 
considering particularly those in the long and in the flat 
bones. (A) In the long bones: (1) epiphysial union had 
taken place in 959%; (2) the lesions occurred in the end 
of the bone and reached to the articular cortex, which 
was sometimes fractured or eroded; (3) 78% of the 
lesions were eccentric in relation to the long axis; - (4) 
expansion of the external osseous margin was seen in 
17°%; (5) the expanded bony shell of the thinned cortex 
showed defects in half the cases and was sometimes frac- 
lured; (6) soft-tissue masses were associated with such 
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- pronounced in only 49% and partial in 21°%. 


cbtained suggests that this technique may prove to be © 


79 
smooth but indistinct; and (8) coarse trabeculation was 


(B) In the 
flat bones the only abnormal appearance usually pre- 


sented is an osteolytic area of rarefaction; this may be 
difficult to identify and it only exceptionally shows any 
of the above characteristics. Radiological examination 
after treatment shows the processes of repair to be 
directed toward the gross and functional restoration of 
the involved bone, with prominence of trabeculation, 
restoration of the cortex, sclerosis, and an attempt at 
remodelling being predominant. These changes do not 
become stable until 5 or 10 years after treatment. No 
correlation could be established between the initial 
appearance and the course of the tumour. 


R. O. Murray 


RADIOTHERAPY 
244. A Study of Hodgkin’s Disease Treated by Irradia- 
tion 


M. V. Peters and K. C. H. MIDDLEMIss. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 


Medicine (Amer. J. Roentgenol.] 79, 114-121, Jan., 1958. 
5 refs. 


An analysis is presented of the results in 291 patients 
with Hodgkin’s disease who were treated by radiotherapy 
at Toronto General Hospital between 1928 and 1954; 
an earlier paper (Peters, Amer. J. Roentgenol., 1950, 63, 
299; Abstr. Wild Med., 1950, 8, 277) reported some pre- 
liminary results in 138 of these patients. In all but 7 
(mediastinal) cases sections and biopsy specimens were 
reviewed and the diagnosis confirmed by one pathologist 
shortly before the present analysis. In almost half the 
cases cervical lymph-node involvement was the first 
evidence of disease, while in only 26 cases (9°%) were 
such rare sites as the stomach, testis, bronchus, or palate 
the first to be involved. The authors assigned each case 
to one of three clinical stages: (1) those showing involve- 
ment of a single site or lymphatic region; (2) those with 
involvement of 2 or 3 proximal lymphatic regions, sub- 
divided into those with or without symptoms of general 
disease; (3) cases in which there was involvement of 
2 or more distant lymphatic regions. 

It was shown that the stage of the disease at the time 
of beginning radical x-ray therapy was the most important 
single factor-in achieving long-term survival, 71°% of 
patients in Stage 1 being alive after 5 years, compared 
with only 15% of those in Stage 3. To dispel the com- 
monly accepted gloomy prognosis in Hodgkin’s disease 
it is pointed out that of all patients in Stage 1, 58°% were 
alive at 10 years, 50% at 15 years, and 33°% at 20 years. 
Symptoms of generalized disease were found to have a 
bad prognostic significance, and another important 
factor was the rate of progress of the disease. Prophy- 
lactic irradiation of all proximal lymphatics was shown 
to result in almost 20% improvement in survival rates 
over local irradiation of involved nodes only, this holding 
true for survival at 5, 10, and 15 years. Pregnancy 
(which occurred in 13 cases) was shown to have no 
influence on the prognosis of the disease, and females, 
although only about half as prone to the disease as males, 
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were shown to have a 10°% better survival rate at both 5 
and 10 years. The most frequent complicating illness 
was herpes zoster. The peak age incidence of Hodg- 
kin’s disease in this series was 30, but the best survival 
rate occurred in the age group 20-30. A plea is made 
for a period of observation before deciding on the plan 
of treatment, since the error in initial clinical staging is 
at least 35°%. An addendum to the paper, based on 
further follow-up information, shows the corrected 
over-all survival rates to be: 5 years 38°%, 10 years 24%, 
15 years 18%, and 20 years 25%. E. C. Easson 


245. The Treatment of Cancer of the Breast. [The Car- 
man Lecture] 

L. H. GARLAND. Radiology [Radiology] 70, 159-190, 
Feb., 1958. 20 figs., bibliography. 


246. Radiotherapy of Persistant Hiccup of Reflex 
Origin. (KocBeHHas peHTreHOTepanua yNOpHOH HKOTHI 
pedneKTopHoro 

A. A. SNeIpMAN. Becmunux Penmeenonoeuu u Paduo- 
(Vestn. Rentgenol. Radiol.] 32, 79-81, No. 6, Nov.- 
Dec., 1957. 8 refs. 


The author reports the treatment of 6 cases of persistent 
hiccup by irradiation, all of them with success. In some 
of the cases only the cervical regions, on both sides, were 
treated, while in others both the cervical and the epi- 
gastric regions were treated. A dose of 100 to 150 r. 
was applied every second or third day, the hiccup ceasing 
completely after 2 to 4 treatments. A. Orley 


247. Irradiation of Carcinoma of the Bladder by a 
Central Intracavitary Radium or Cobalt 60 Source (the 
Walter Reed Technique) 

M. FRIEDMAN and L. G. Lewis. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 79, 6-31, Jan., 1958. 34 figs., 
6 refs. 


The authors describe the “‘ Walter Reed” technique 
for intracavitary irradiation of carcinoma of the bladder 
and report the results obtained in 50 cases so treated. 
They state that other reported results have been incon- 
stant because radiotherapists have often failed exactly to 
follow the technique, which is an elaborate one necessi- 
tating the flexible application of eight basic principles to 
the requirements of each type of tumour. These prin- 
ciples are as follows. (1) Careful classification of the 
lesion; the authors employ Marshall’s classification 
according to the clinical stage, which they incorporate 
with the histological classification. (2) The use of a 
small central source of radium or of radioactive cobalt; 
in this series a 25-mg. radium capsule filtered with 0-5 
mm. platinum was used in most cases. The advantages 
of a central source over radioactive solutions are stressed. 
(3) The use of a proper balloon applicator, since the tech- 
nique is designed to irradiate the lower two-thirds of the 
bladder, where approximately 75% of all bladder tumours 
occur. Tumours of the dome are easily removed by 
segmental resection. The authors most frequently em- 
ploy the standard Foley two-channel catheter, F26 
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gauge, with a 30-ml. balloon. (4) Cystotomy inspection 
during insertion of the radiation source. Although the 
catheter with the radioactive source is inserted through 
the urethra, it has been found desirable at the same time 
to open the bladder from above. (5) Radiographic ~ 
control of the position of the applicator during treatment, 
since the tumour may be displaced by accumulated urine. 
(6) Fractionation of the dose. The Walter Reed tech- 
nique usually requires two radium insertions of approxim- 
ately 4 days each, the interval between treatments being 
5 to 7 days. (7) The performance of cystoscopy and 
biopsy at the second radium insertion; this type of 
clinical and histological analysis helps to decide the size 
of the second dose. (8) Selection of suitable total dose 
for each lesion. After the original classification of the 
tumour the total dose is empirically estimated, but this 
may have to be modified after the mid-treatment inspec- 
tion and serial biopsy study. The most common dose 
in this series was 8,000 r. at the surface of the balloon 
given over 10 to 17 days. 

Of the 50 patients treated between 1945 and 1953, 34 
have been followed up for more than 5 years. The 
absolute 5-year apparent arrest rate was 56%. The 3- 
year arrest rate for primary tumours was 65%, and for 
recurrent tumours 48°%. The two main weaknesses of 
the technique, namely, a proneness toward recurrences 
in the dome (6 cases) and the risk of tumour implants in 
the abdominal wound (3 cases), are considered to be far 
outweighed by the ultimate high arrest rates. 

R. S. Pointon 


248. Late Results of Radiation Therapy for Cancer of 
the Cervical Stump 

R. E. Fricke and D. G. DECKER. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 79, 32-35, Jan., 1958. 11 refs. 


The present study concerns the results of radiation 
therapy in 95 cases of cancer of the cervical stump 
[treated at the Mayo Clinic] during the years 1940 through 
1949. Eighty-seven (91-6°%) of the patients were traced. 
Of 74 traced patients with true cases of cancer of the 
cervix, 50 (67-6°%%) survived 5 years. The absolute sur- 
vival rate was 61-0°%. Of 13 coincident cases, all traced, 
4 (30-8°%) survived 5 years. Of the total traced, 62% 
survived 5 years; 57% was the absolute survival rate. 

These results are compared with results reported in 
1940 on 99 patients treated from 1915 through 1930. In 
this earlier study, 5-year survivals were obtained in 26:3% 
of the true cases and in 21-4°% of the coincident cases, or 
242% of the total traced. Changes in technique have 
been minor. The marked improvement in results in the 
present study appears to be due to increased skill of 
gynecologists and of surgeons in detecting cancer of the 
cervix before subtotal hysterectomy is decided upon and 
also in earlier diagnosis of cancer of the cervical stump 
when it does appear. The percentages of coincident 
lesions and of Stage III or IV cancers diagnosed were 
much lower in the present.than in the earlier study. 

The results of treatment for cancer of the cervical 
stump in the present study compare favorably with our 
previously reported results of radiation therapy for cancer 
of the cervix in general.—[Authors’ summary.] : 
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